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7t^:^)v. gm»=^*bTv^-c^> J:v^«t;v^;v^:^. -ttm^^^L-cv^-ci) J;v^T>^;v 

Lrv>T^ iv^TU-^V^^v, gm*^:tL-CV^-C^) J:v^Ti;-;V^:t* 
R^ii7m. tFn^v, g^^^^t LtTV^-C ^) J: v^MT^Vdr S^S^ 

mm^^^LTv^-c^ J:vMa,mT;v^-;v. g}^^^;tLTv>-r J:v>'g:mT;v^-;v 
X$) V} , 
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- (CRi^R^^) mO-. - (CR^^R^^) mS-tfzlt-0 (CR^^R^^) 
"eR^2^J:?/R'^^i^^^*SltT7K*tfcii»T;^^;^-e*^?^ mfi i ~ 3 t? 

xniCOOR^\ C ( = NR^') NR^^OR'^ 
Ut2] 



N 



x-^^fi^^t^m emu. Ri;^^^#«m»T;v^;v;^^oR5i3J;t/R'75^~*Jp''n^;^>o 
[If 3 1 

^2^i/)^urzy. g3^S.^ptLTv^T^^ J;vMg:mT;^^;^^ Sm^^* LTV^-C ^> J: 
Im^^ 4 1 

R3^^/t;^^R4^^~*i^7X*-e^<&. li« iiamo^b^Jif. '?-<^^n F7>7:5'\ ^tiho^m 
R5"iJj:t/R«;6-^^>^^s^LT7X«. ^^ury. wm&^^\^r\.-x i> x^M&mr j^^ji^t 
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Jilt# ^ tL ^ ^ 7t ^3 <D o 

r5 r\ r' isXzrR^li^^^^^LLX^ 7m. ^^ury. gJ^S^^L-cv^i:^> J:v-1i: 
R9^j;r/R^°;{)^^>^a3tL-C7lc*t/i{i»T;v^;v-eabi9> R^fiR'' h-j^t^^^T 

X3l±C00Ri\ C (=NR^^) NR^«OR^^ 




[it*:p, 1 1] 

Je^^j^ 1 2 1 

X2^?_C R^^ R^^- (i^-eR^^{±7X*tfct±'f&IS.T;v^;v-tr^ 19 , R^^ i± R^ t — Itl'C 

u V'7y^\ '?■:J^^>0«±K^#§^^1^^ Ttrti-g-tL^O-^MtJo 
Imi^^ 1 3 1 _ , 
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XMi-o-. -S-. - (CR^'R^') mO-tfzii- (CR^^R^^) m S - (--"e 
Ri2i3 J:tFR^n±#^a3LL-C7jc*t/c{i{aaT;V^;V-^-* ml±l~30^m) 

J;vMMt;V'>--;v. gm^^^LTv>T^) J;vM&mT;v^^;v. sms^^bcv^r^) 
em^^^^UTv^T'Jj iv>1&mT;^^;^•5^*. gj^^^^fcv^-c^) iv^Tv^v. »m 

Rl^?^*-^^*^). , 12 13N o /^--r- 

XMi-o-. -S-. - (CR^^R^') mO-tfzit- (CR'^R'') mS- (--"C' 
Ri2i3J;r;'~Ri3 5j-^^3f^;^^X7K«*:^^{iffi:ii5tT;Vdr;vt?ab'5. miil~3(^«) 

X2{i-c Ri5 Ri^- (i^-t-R^^(±7X*^^^'i^&'^T;v^;v^ab'9. R^^liR^ t~mK 

X^J±COOH-e^^. imMitm<D>{t^m. ^(Dfuryy^r^ ^fLh(Dmm±-^^^ 

e«.^7tLTv^T^) j:v>»T;v^J^^^. em^^Sr^L-CV^-Cj) j:v-Tv;V 
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XMi-o-. -S-. - (CR^2r13) ^o-tfzlt- (CR^'R^') mS- 

X2{i^|*^^/,fi_CRi^R^«- (^^T-R^5^J:t;'~R''{i^^?*3rLT7K*T'*^) 
X^l±COOH-c-^^. ft*x^ llB««^<t^t;. ^(7)7°n F7';'^'\ -?-^x^<^ 
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<7)S^ H^-e $>^t#xt^x-rv^^o ^(^^;i'^^^>v-A ±iM i o t mtt-fb 

P PAR fiasco t!iW^^^?>^^^~ 7°mf5^75mm$ ^t-C is 19. yr< V-^li^m 
L-CV^i,o BifLftll'iSV^TliP P AR a. PPAR^ (p p AR ^ iin^iftLS ^ 
) ^XXfPF ARj <D3m<D^y^'}^4-:^K^m^fi'^^^^o 

imM.&mt LTfflv^ lb:^^■rv>^ 7 ^ y 7 - h ai± P P A R « <7)-Smb*^U/clftLYtM 

o 

h-b-^h ppARyT ^=^7. ^ \mm.m. iejitM> wmm^o't^mm h \^x(Dmmm^ 
^fi^^ tf- p p A R y T h itmw^. ^m'lki^m^. ^.^t^m^tm. r ;v y 

p p A R ^ I mmmm.mm^ j,zMmmm^^f^ y^y7.i>^:^=.y^'^^^i)'±^ < v; 
#i« 1 L i wii^^m 2 i± p p A R T ^ h ffitt * & ffi^ (Dit^mms^ 

^ ^j- v-_ ;v#>|§i3 i ^ / ^ i/S^m. -7 ^ ^ ;V ^ :t-I^m t 14 y - ;V T 5 / 
ARaiSiCF (^/cl4) PPAR7T=f^^>vSteMM^tLTV^^,&^PPAR5T=f^ 

iiattzityT^^-^y m^-t hr-^ njmm ^tix^h-r. ppART3-;^h mm^ 
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[0 0 0 9] _ ^ , 

. ^ V ■9-y-;^±(7)amS<7)-fiep#^^^^* ;|,off^>FXR NR1H4 V 

[0 0 10] 

i'lS^^ttTV^;?,^^ PPART=f-;^ htg14irov^-C{iSa«^tLTV^:&V^o 
[0 0 11] 

^b-^tJT^^^ ppAR5T=f-xh -ffitt ^^1- ^ - 1 ^^ie« $ ^ V ^ -9- y- 

[0012] 

MS##T y ^^ir^^t mm § tL-c ^ p p A R T n^- X ^ 

O V> T (4|fi^ $ tLT 5^ o 
[0 0 13] ^ 

l^ij^ 7 ^ y ^ vStm-e ^ s . 4y^-^ y- ;v± omm^ iC7K««^£-r ^ o P P A 

[0 0 14] 

[#fFS:m 1 ] ll^<&P?B»WO 9 9 y 1 1 2 5 5 :7 V ^7 h 

[#ii^:«cfift 2 ] mm^mmY^o 99/58510 > 7 w -7 > 
[#it« 3 ] sp^^rj^wo 0 3 / 1 5 7 7 1 >- -7 V -7 h 

[#Bt«4] ©cffl#l1^tBS^P?i^0 5 5 8 0 6 2-^B^ffl« 

[#fp:5:m5] ai^^Pi^wo 0 1/0 0 6 0 3-^/^°>■7 v-;' h 
[#ft« 6 ] mm^mmwo 02/14291 -7 v -7 > 

[#lt« 7 ] SP^^Pi^WO 0 1 /3 6 3 6 5 > 7 y h 
[#it«8 ] SP^^iVPI^WO 03/084916 ■^^^°y "7 V h 
[^^^l^-j;^ 1] ^■7*-f->•:^;^ 'Jr^xhV— (Current Medicinal Chemis 

try) . 2003^. I|10^>^267-280K 

[0015]. 
[0016] 

imM^(o^^^ i)kr<DmfifzPP ART^=-:^v(r>^mKj^f\^fzo 

t/c{h^t;^^ Smtu<75'fb^tJhJ:bKLT, p P AR$S^¥Stt^^'>^^ < 2i:«$;}xs ^ t =Sr 
[0 0 17] 

(1) ^ (I) : 
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v^-c^ ivMSmT^V'^--;^, ttm*^;frLTv>T^ J:vMS;IST;v^-^v. gm*=S:^LT 
sm»^*LTv^T^> J:vMSig^T;v^;v^^. «m^«r^Lrv^T^> iv^T v;v 

=^ 'ft" L -C v> -Cfe J: ^ T- n ^ !9 . 

m^^^bTv^-c^ J;vMmT;v^-;v. -g^^^l^-^v^-^^i J;vM£mT;v^.=->'V 

r5 r6. R^^iCFRnt^^a^LTTK*. tFn^v. sm^^^tLcv^ 

^) J;v^»t;v^"^^> ft«^;ft-LTv^T^ J;vM&mT;v3^v. gt»^^b-cv^-c 
T5y. gm»^*LTv--C'J> J;v-TU-;v. «m^^^L-^^^-^'^^'t^^7";-;v^^-> 

XMi_o- -S- -NR^'- («rit:-R^M±7^c*^ 
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- (CR^'R^') mO-. - (CR^2r13) mS-t/i{i-0 (CR^^rIS) ^_ (^^ 
X2}±«^. -S-. -NR^^- (ir-eR^M47X*. •fi:«^*Lrv^T'J> 

X3(4COOR^\ C (=NRi') NR^'OR^^ 



N 



-NR 



17 





N 



N 



N- 



X^yJ/^'-O-^-^^-fk^tJ. Ri^?#S^jg:if&T;v^;V;e-ox2>?)^^-C R^^R^'- (^-"C 
Ri^io j:(7Ri«(4^^?Si£b-C7K*t/ct4MT;v^;v) -^h^it^m. i^itfR^^^Tfc 

'(3) R^7&^ ^Nn-^r^>, -g^^^^tLTv^T J;vMg:I^T;v^;v. fi^^^^LTv^T 

(4) r27&^>K*, ^^u^'y^ gm^^;firLTV^T^> J:vMMT;v^;v. gm^=l:*Lc^ 

(5) R3*5J;tfR^75^^*l-7X*-e^^. (1) IB«<7)^k^J^. ^(D-^uY'yv ^fth 

(6) R5i3J:r/R«:6^'#^?S3:LT7K*> ^Nn<5^>. ®m^=lr^ LXV^T J: v>«T;V 

(1) iam<^'fb^tJ. -g-c^^'D -etLe><7)S^mJiit#$tt^m*7tt±-?-tL 

(7) R'i^XZfR'H^^I>ZyKm-^^^^> (1) l3«<^<{i^tJ. <7) "7 n K 9 iJ' . ^tL 

(8) X^^^^O. S. NR^i (- -^^RiM47X*^^-ii®^*^^^"^^''^^ ^^^'^^^"^ 
;v^;v) $/c(4CH2COTr^;i>. (1) lam^^-fk^t;. ^oynF7>>^'\ -ffLfpCO® 

(9) X^^^XOOR^^-e^^. (1) Um<D^\:^m. ^(D^uVyyV. ^flh(DUm 
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R9i3J;l7R^°/i>^'#>^a^LT7K*t/c{i^g:mT;V^;v-^*'9s R^(±R'' fc-^t^J^or 

XM±0. S. NHi/it±CH2CO-e^l9. 
X3t±C00Ri\ C (=NR^') NR^«OR^^ 

m3] 



(:i^T'R^^~R^^{i#^?S3LLr7K*t:^^{i»T;v^;v-tr^;i.) -e^^S. (1) iS« 

(1 1) x2;6^'#lt^t/3«-o--e^^. (1) ~ (10) ov^-f tL^^ciatto-fb^ij^ 

\i2) x2;6^'-CR^^R^^- (^:r-eR^^}J7K*t/if±'®:fST;v^;vt?*'9._R^®tiR^ 
i:-Mlc;&oTM^=^?^^LTV^^) -e*;g>. (1) ~ (10) <7)^.^'rM^^^Bm<D^t^ 

«m^=^*L-cv^T=f> iv^^pe-5?;;v/^^^^;v. g^*^;rLTv^T^) J;v^:*;^y^*^^ 

fi:^^^^LTv>x^> J; v^^T-n^^^-e^ ^ . 
R ^ ^ J; R ^ ° L TTlc* -e ^ 19 ^ 

Xiji-o-. -S-. - (CR^'R^') mO-tfzii- (CR^^^^') mS- (^^"C 
Ri2^J:?7R^3ti#^attLX7jc^^ /^ii{&mT;v^>'^"e* m{±l-3<^^^) t?^ 

X2{i-0--e*«9. _ , , 

x3{±C0 0H-t?^i.> (1) IBmo^k-^t/. ^<^:/"n K7^;'i^. (7)M±^^$ 
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Tv^T=^) J:v^«T;v-^r-;v, s^s^;tLTv^T^ J;vMMt;v^-;v. gJ^^^^L 
;v em^^;tt-Cv^T^) ivMS^TJV^^V-^^. «m*=l:*LTV^T ^> J; v^T 

Xi{i_o-. - (CR^'R^') mO-*/i{±- (CR^'R^^) m S - (--■^• 

X^ii-CR^'R''- (i^-t:-Ri^ii7X*tfc«'fWT;V^>'VX-*!9, R'M±R^ ii-^^:: 

x^iicooH-t?^:!., (1) mm<Di\:^m. ^(D-fuv^y^. ^fisb<Dmm±^^^fi 

(1 5) RH^^^ury. liFn^v, g^^^t^LTV^T^fc iv^MT-'V^^v^ «m» 
^T^LTv^-c^, J;v^Mt;v^-;v. sm*=^*L-cv^T^5 j;v-l£mT;v^-;v. em» 

R^iB j;CFRi0 55^'^^^:iLT7X*t?*)^. ^, 

Xifi-o-. -S-. - (CR'^R'') mO-tfzii- (CR^^R^^) m S - (d^-C 

R^2 j3 j;(7Ri3{j;^^^^^L.-C7X*t /^tiiS:i^T;v^;v-e* m}ii~3(^ftSfc) -e* 
x^ii^B^tfzit- CR^^R^^- (dd-eRi5i3J;r>*R^^(±#^?S:iLL-C7K#-e*;i.) 

(16) (1) ~ (15) <D\^^^M-Kmm<Dj]:^m. ^(d^u y . ^fih<Dm.m 

(17) (1)~(15) (D\^^irix:^-Kmm<7)jt^m. ^(D^fuYyy^^r^ ■^ivh(Dmm 

ms mmmit. rr-u-A^mmw^t. Mm^^-c^^/ttz^tiyy ru~Ax<D'{^my^m 

is J; O^V t fz it^mij-^^^'^ir ^ o 
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I 0 0 1 9 1 _ 
[0 0 2 0] 

im<Dmm^^^ hmh^^^^ta^. ^^mMit^mit ? p a r r ^-^x m^^^ ^tj^ 

. Mm.mis X 11/ 1 fz \% ^> K n - A X ot^^is i t^/ ^ fz cog* i: 

[0 0 2 1 ] 
[0 0 2 2] 

R&mT;v^;vJ h}±. ^^ifc 1 ~ 1 0 . t L < 1 ~ 6 . $P?ii»tL<(i 

ti°;v. -fvyntf;^. n-y^;^^ -fV7'f-;v. sec-y^;v. tert-7^-^;v> n 
-^-y=f-)\,^ y(y-r<y^)]/^ ^-^-t^y^)^. '^^>';v. ^v^^v;Vx n-^7''f->'V. ^ 

[0 0 2 31 

t L < l±R«2 ~ 6 . $ L < {4R*m2 ~ 4 (7)1111 S fc}4^^>bc<7)T;v^^;V 

10 0 2 4 ] ^-.^^ , 

r»T;V^";H R«m2~l 0. L<{4^*m2~6. ^h\-n^\^< 

{±R*i^2~4(Oit«ia^/ct4^^>l^oT;v^-;v*^i*t. ■^■^"^'"^ 3 
nti^;v. ^^^^^^Vs ^arv-;v, ^7°'^^;v, ^^f^„;v, y 

[0 0 2 5] 

. {Mt;v^;vt5/. TU-;vT5y. ^T^nmr^y. T>^;vT5y. MT;v:3ie 
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[0 0 2 6] 

[0 0 2 7] , ^ 

n rym^T)l^ 3 ^ vj . rr V - ;vMT ;v 3^ , r ti dr 'yi^mriV a ^ 

[0 0 2 8] 
[0 0 2 9] 

rTv;vJ tii (a) 0. $ ^ t L < 1 ~ 6 . Mi>UtL< 

(b) ^«ifc4~9. itft L< aR*^4~7o>'i^nT;v^;v*;V'i^'";vi3J;t^ ( 
nX^i/;V5;;;i/#-;^^ v^n:t-i^^;v:^;v.-}?^;v:fe J;??^^>'vM;v#=lr^-^i"^ 

o 

[0 0 3 0] 

o 

[0 0 3 1 ] 

rsm^^^LTv-r^?) iv^Tv-;!-] (7)g1t*fc L-c{±±ia r«m»=£r*tTv>T i 

[0 0 3 2 ] 

rS3t**^LTv^-Cfe j:v^T5 yj cDW^i: LT{±_hia r^»^* LT v^T =^ i 
[0 0 3 3 ] 
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®»tLTi±±|B r«m*^^b-CV^T=^ J;v^MT;v^;vJ ^:|WI:1t(7)'fc<7?:*^^lf "btt 

^ o 

[0 0 3 5] ^ ^ 

>'^-;v If ■7ai:r-;V-f 7 "7 x -;Vi3 i V- iV^^^^lt 6 

v^T ^ J; v^o 
[0 0 3 7] 

^ -5 o 

[0 0 3 81 

[0 0 3 91 

^ 7^ n It L . K ii 1^° n U ^ 5 V' V -7 y U 1^° v ;v . 

y-f>Ki;;^. -f>^'yi;;v> ^^fvv-^v^ ^v^yu;v> 
:7^9^/-;^. .^r^y^J-^v. ^y^^v^)i^. y';-;v. yxVi^' 

-^>ytf9-;i^. -^>x^^^yu;v. ^^x-r y ^^-9-^; y 
^^X:^ ^^fyTyi;;v> ^yy-f yf-ry^; ^yyf-ryu^v^ ^yy^r 
vryi; ^y y^ u y^>yy u ^>y^j^-;v. -^yy h v ryj 

^^yij:r^;V^ X h 7 ^ K n 7 U .f- > 9 H K n ^ > y -9^^ — 2 J^O^-^'^ 

n^^^ ; 5&;v/^^yu;v. TiJ'Ui^-^v. •7aiy^Tv-;v. ^^y^^ 

7 y v'^y yy 3 m<75ii^^7- ni*^^ ; > K u - 

eni;s>--;v. eni;^;v. ^^^-/Uv^;v, -f^^^yv-JV. e^yVv-;^ 

10 0 4 01 
[0 0 4 11 

fflfE# 2004-3122689 



mM. 2004-121635 



10/ 



[0 0 4 2] 

I<b4l 



I 0 0 4 4 1 

[0 0 4 5] 
[0 0 4 6] 

u^m^i^rx^ y }fyi-^i,zis\^^xm^mi'mm^^^mit^mttj:;h^t^mx^:ho mm 

tj:^u y ^m^W'^M^i- ^Ij^^ ^^^^^ ^'^^''^^ fljx.(f D e s j g n of 
Prodrugs, Elsevier, Am sterdam 1985 liZ^^M^ fiX 



^ T ;v - ;v ^ KfD $ -li- ^ - i: i "^^^ ^ x t Tl: itjt^m 

[0 0 4 8] 

[0 0 4 9] 

(^l-ffi) jh^il^ (I a) W = 0. (CRi^R^^) mO. O (CR^^R^^) m) (D^ 




[0 0 4 7] 
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^ (I i-i) -(sT^^i^^hit^mt^ (I I I) -T:^^§tL^<h^if^^«R)^:^i-#t^b 

/v-^r h > 5^ if ) . - h V ;Vffl T-fe h - h 1; fcO . 7fC:J3 J; ZJ^^flhOm^M^ 

t h u 7^-;v*y^-7'f ^^#<7:)i^:^-7^ >a#feT. - 3 0 I 5 0 °C. * L < 0 
°C~ 1 0 0 °C-e. 0 . 5-90 0#rBmJH?$-ii:^^i^i 
^ (I I - 1) (I I I) T'^$^^^<b^%fi^^^O<b^t/=lrMv>T^ i <. 

10 0 5 0] 

(^2ft) it^m (lb) (Xi = 0. St/ciiNR^M 



// 



LG 



N 



(11-2) 




HX 



RS-/ 



Rl O 



N 




-^iiffrlBfclwia) 

^ (I I -2) X-^^n^it^mt^ (I I I) tr/j^^^x^jt-^tJ^R^t^^-i^^-i:^- 
xn. it^^^ (lb) ^-^^i"-!. c: ^>-ei ;&o M&^^T. - i 

0~ 1 8 0°C. L< tiO~ 1 5 Ot:"C\ 0. 5 ~ 9 0 R#FB^trx.«^i v^o W{i±ifi» 

A. ^m*'J'^A^ Rm^jvv'j7A. ^m-b A ^^) - #st;v3^5/f (#y. 

i; "^A^ h^v F^ ^ h >; -^AJ^h^v F. -^A t e r t -'^h^v' F=feif) ^ 
^ (I 1-2) feJ;tJ'^j^ (I I I) -e^$tL^<b^t;{i^*nO'fk^%^ffiv>T^> J: <> 

[0 0 5 1 ] 

(H 3 i*) -fk^® (I c ) (X^ = CR^2r13co) <^^^ 
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['ft 7] 




{±iUBBt|5]«) ^ _^ 

^ (I 1-3) -e^$:i^^ik'^%t^ (IV) '(:^^i^^jt^^^it1JUKJ^^^^H\^. ^ 
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A696 


a1 


4-OCF3 


1 


Me 


H.Et 


A697 


a1 


4-SMe 


1 


Me 


H.Ph 


A698 


a1 


3,5-difluoro 


1 


Me 


H.G6H4-4-F 


A699 


a1 


H 


1 


OMe 


H.H 


A700 


a1 


3-F 


1 


OMe 


Me,Me 


A701 


a1 


2-Me 


1 


OMe 


Et,Et 


A702 


a1 


3-OMe 


1 


OMe 


H.Et 


A703 


a1 


4-OH 


1 


OMe 


H,Ph 


A704 


a1 


4-OMe 


1 


OMe 


H.G6H4-4-F 


A705 


a1 


2-Ac 


1 


GH20H 


H,H 


A706 


a1 


4-CH=CH2 


1 


CH20H 


H,G6H4-4-F 


A707 


a1 


4-CF3, 3-F 


1 


GH20Me 


H.H 


A708 


a1 


4-OCF3 


1 


0H20Me 


Me,Me 


A709 


a1 


4-SMe 


1 


0H20Me 


Et,Et 


A710 


a1 


3,5-difluoro 


1 


0H20Me 


H.Et 


A711 


a1 


H 


1 


GH20Me 


H.Ph 


A712 


a1 


3-F 


1 


GH20Me 


H,G6H4-4-F 


A713 


a1 


2-Me 


1 


GF3 


H,H 


A714 


a1 


3-OMe 


1 


GF3 


Me.Me 


A715 


a1 


4-OH 


1 


GF3 


Et,Et 


A716 


a1 


4-OMe 


1 


GF3 


H.Et 


A717 


a1 


2-Ac 


1 


. CF3 


H,Ph 


A718 


a1 


4-CH=CH2 


1 


GF3 


H,G6H4-4-F 


A719 


a1 


4-OF3, 3-F 


1 


GH20Ph 


H,H 


A720 


a1 


4-OOF3 


1 


GH20Ph 


H,G6H4-4-F 


A721 


a1 


4-SMe 


1 


GH20GH2Ph 


H.H 


A722 


a1 


3,5-difluoro 


1 


GH20GH2Ph 


H.G6H4-4-F 


A723 


a1 


H 


1 


C H2-morpholino 


H,H 


A724 


a1 


3-F 


1 


CH2-morphoIino 


Me.Me 


A725 


a1 


2-Me 


1 


CH2-morpiiolino 


Et.Et 


A726 


a1 


3-OMe 


1 


CH2-morphoiino 


H.Et 


A727 


a1 


4-OH 


1 


GH2-morpholino 


H,Ph 


A728 


a1 


4-OMe 


1 


CH2-morpholino 


H,G6H4-4-F 


A729 


a1 


2-Ac 


1 


GH2NHBU 


H.H 


A730 


a1 


4-CH=OH2 


1 


GH2NHBU 


H,06H4-4-F 


A731 


a1 


4-OF3. 3-F 


1 


G = GPh 


H.H 


A732 


a1 


4-OGF3 


1 


G = GPh 


H,C6H4-4-F 


A733 


a1 


4-SMe 


1 


Ph 


H.H 


A734 


a1 


3,5-difluoro 


1 


Ph 


H,C6H4-4-F 


A735 


a1 


H 


2 


C6H4-4-CF3 


H.H 


A736 


a1 


3-F 


2 


C6H4-4-CF3 


H,G6H4-4-F 


A737 


a1 


2-Me 


2 


G6H4-3-GF3 


H.H 


A738 


a1 


3-OMe 


2 


C6H4-3-GF3 


H,G6H4-4-F 


A739 


a1 


4-OH 


2 


G6H4-4-0H 


H.H 


A740 


a1 


4-OMe 


2 


C6H4-4-0H 


H,C6H4-4-F 


A741 


a1 


2-Ac 


2 


GH2Ph 


H,H 
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A742 


a1 


4-CH=CH2 


2 


0H2Ph 


H,G6H4-4-F 


A743 


a1 


4-CF3, 3-F 


2 


OH2C6H4-4-GF3 


H,H 


A744 


a1 


4-OCF3 


2 


GH2C6H4-4-CF3 


Me,Me 


A745 


a1 


4-SMe 


2 


CH2C6H4-4-CF3 


Et,Et 


A746 


a1 


3,5-difIuoro 


2 


CH206H4-4-CF3 


H.Et 


A747 


a1 


H 


2 


CH206H4-4-CF3 


H.Ph 


A748 


a1 


3-F 


2 


CH2C6H4-4-CF3 


H,G6H4-4-F 


A749 


a1 


2-Me 


2 


CH2C6H4-4-OCF3 


H.H 


A750 


a1 


3-OMe 


2 


CH206H4-4-'OCF3 


H,C6H4-4-F 


A751 


a1 


4-OH 


2 


CH2G6H4-4-Ph 


H,H 


A752 


a1 


4-OMe 


2 


CH206H4-4-Ph 


H,G6H4-4-F 


A753 


a1 


2-Ac 


2 


CH206H4-2-G! 


H.H 


A754 


a1 


4-CH=CH2 


2 


GH2G6H4-2-GI 


H,G6H4-4-F 


A755 


a1 


4-CF3, 3-F 


2 


(GH2)2Ph 


H,H 


A756 


a1 


4-OCF3 


2 


(GH2)2Ph 


H,G6H4-4-F 


A757 


a1 


4-SMe 


2 


SPh 


H.H 


A758 


a1 


3,5-difluoro 


2 


SPh 


H.G6H4-4-F 


A759 


a1 


H 


2 


NH2 


H,H 


A760 


a1 


3--F 


2 


NH2 


H.G6H4-4-F 


A761 


a1 


2-Me 


2 


NHMe 


H.H 


A762 


a1 


3-OMe 


2 


NHMe 


H,G6H4-4-F 


A763 


a1 


4-OH 


2 


GH2-pipera2ino-Ph 


H.H 


A764 


a1 


4-OMe 


2 


CH2-pipera2ino-Ph 


H.G6H4-4-F 


A765 


a1 


2-Ac 


2 


CH2-piperidino 


H.H 


A766 


a1 


4-CH=:CH2 


2 


GH2-piperidino 


H,G6H4-4-F 


A767 


a1 


4-CF3, 3-F 


2 


0CH2Ph 


H.H 


A768 


a1 


4-OCF3 


2 


OCH2Ph 


H.C6H4-4-F 


A769 


a1 


4-SMe 


2 


Ac 


H.H 


A770 


a1 


3,5-difIuoro 


2 


Ac 


H,G6H4-4-F 


A771 


a1 


H 


2 


G0NH2 


H.H 


A772 


a1 


3-F 


2 


CONH2 


H,G6H4-4-"F 


A773 


a1 


2-Me 


2 


GSNH2 


H.H 


A774 


a1 


3-OMe 


2 


GSNH2 


H.G6H4-4-F 


A775 


a1 


4-OH 


2 


OGONH2 


H.H 


A776 


a1 


4-OMe 


2 


OCONH2 


H,C6H4-4-F 


A777 


a1 


2-Ac 


2 


0GSNH2 


H.H 


A778 


•4 

a 1 


4-CH-CH2 


2 


OCSNH2 


ri,UDn4— 4 r 


A779 


a1 


4-CF3. 3-F 


2 


0S02Me 


H.H 


A780 


a1 


4-OCF3 


2 


0S02Me 


H,C6H4-4-F 


A781 


a1 


4-SMe 


2 


0S02Ph 


H.H 


A782 


a1 


3,5-difluoro 


2 


0S02Ph 


H.C6H4-4-F 


A783 


a1 


H 


2 


I 


H,H 


A784 


a1 


3-F 


2 


I 


H,C6H4-4-F 
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R1 


R2 


R3,R4 


A2353 


aJ 


Me 


H 


H.H 


A2354 


a7 


Me 


H 


Me,Me 


A2355 


a7 


Me 


H 


Et,Et 


A2356 


a7 


Me 


H 


H.Et 


A2357 


a7 


Me 


H 


H.Ph 


A2358 


a7 


Me 


H 


H,C6H4-4-F 


A2359 


a7 


Me 


Me 


H.H 


A2360 


a7 


Me 


Me 


Me,Me 


A2361 


a7 


Me 


Me 


Et,Et 


A2362 


a7 


Me 


Me 


H.Et 


A2363 


a7 


Me 


Me 


H,Ph 


A2364 


a7 


Me 


Me 


H.C6H4-4-F 


A2365 


a7 


Me 


CH20Me 


H.H 


A2366 


a7 


Me 


CH20Me 


Me.Me 


A2367 


a7 


Me 


CH20Me 


Et.Et 


A2368 


a7 


Me 


CH20Me 


H.Et 


A2369 


a7 


Me 


CH20Me 


H,Ph 


A2370 


a7 


Me 


CH20Me 


H.C6H4-4-F 


A2371 


a7 


Me 


CF3 


H,H 


A2372 


a7 


Me 


CF3 


Me,Me 


A2373 


a7 


Me 


Cro 


bt.bt 


A2374 


a7 


Me 


CF3 


H.Et 


A2375 


a7 


Me 


CF3 


H.Ph 


A2376 


a7 


Me 


CF3 


H,C6H4-4-F 


A2377 


a7 


Me 


CH20H 


H,H 


A2378 


a7 


Me 


CH20H 


H,C6H4-4-F 


A2379 


a7 


Me 


CH2NHBU 


H,H 


A2380 


a7 


Me 


CH2NHBU 


H.C6H4-4-F 


A2381 


a7 


Me 


CH2C = CH 


H,H 


A2382 


a7 


Me 


CH2C = CH 


H,C6H4-4-F 


A2383 


a7 


Me 


OMe 


H,H 


A2384 


a7 


Me 


OMe 


H,C6H4-4-F 


A2385 


a7 


Me 


NH2 


H.H 


A2386 


a7 


Me 


NH2 


H,C6H4-4-F 
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r\£,00 I 


d / 


Me 




a / 


Me 




«7 


Me 






Me 

IVIC 


AOOQ1 








a7 


IVIC 


A OQQQ 


a / 






a / 




A OQQK 


a / 


Mo 
ivie 


A OOQ^5 

AZoyo 


a / 


Mo 


A 0*50*7 

AZoy / 


a / 


Mo 

me 


A OOOO 

A2o9o 


a / 


Mo 


A OOQQ 

AZoyy 


a / 


Mo 


AZ4UU 


a / 


Mo 


A o>ini 
AZ4U 1 


a / 


Mo 


A24UZ 


a / 


Mo 
|VI0 


A2403 


a / 


Ma 


A o>in>i 
AZ4U4 


a / 


Mo 


A24UO 


a / 


Mo 

me 


AZ4UD 


a / 


Mo 


A24U7 


a / 


Mo 


AZ4UO 


a / 


Mo 


AZ4Uy 


a / 


Mo 


A O y1 1 n 
AZ41 U 


a / 


Mo 


A Oyl 1 i 

AZ41 1 


a / 


Mo 


A2412 


a / 


Mo 

me 


A Oil i O 

A2413 


a / 


Mo 

Me 


A O >f i it 

A24i4 


a / 


Ma 


A 0>1 i R 

AZ41 D 


•a7 

a / 


Mo 

ivie 


A 0>1 i 

AZ41 b 


o7 

a / 


Mo 


A 0>H "7 

A2417 


-»7 

a / 


Mo 


A 0>f 1 Q 

Az4 1 o 


si7 

a / 


Mo 


A Oil 1 O 

AZ41 y 


q7 

a / 


Mo 


AZ4ZU 


a7 

a / 


Mo 


A 0>t01 

AZ4Z 1 


ia7 

a / 


Mo 

Ivie 


A OAOO 

AZ4ZZ 


a7 

a / 


Mo 


AZ4ZO 


2a7 

a / 


Mo 


A2424 


a7 


Me 


A2425 


a? 


Me 


A2426 


a7 


Me 


MAll 


a7 


Me 


A2428 


a7 


Me 


A2429 


a7 


Me 


A2430 


a? 


Me 
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NHMe 


U LI 

n,n 


NHMe 


rl,UDr14""4—r 


CH20Ph 


H,n 


CH20Ph 


H,C6H4-4— F 


CH20CH2Ph 


H,H 


CH20CH2Ph 


H,C6H4-4-F 


CH2-morpholino 


H,H 


CH2-morpholino 


H,C6H4-4-F 


CH=CH-pyridyl 


H,H 


CH=CH-pyridyl 


H,C6H4-4-F 


C = CPh 


H,H 


C = CPh 


H,C6H4-4-F 


Ph 


H.H 


Ph 


H,C6H4-4-F 


C6H4-4-CF3 


H,H 


C6H4-4-CF3 


Me.Me 


C6H4-4-CF3 


EtEt 


G6H4-4-CF3 


H.Et 


C6H4-4-CF3 


HPh 


C6H4-4-CF3 


H,C6H4-4-F 


C6H4-3-CF3 


H,H 


C6H4-3-CF3 


H»C6H4-4-F 


C6H4-4-OH 


H,H 


C6H4-4~OH 


H,C6H4-4-F 


CH2Ph 


H,H 


CH2Ph 


H,C6H4-4-F 


CH2C6H4-4-CF3 


H,H 


CH2C6H4-4-CF3 


Me,Me 


CH2C6H4-4-CF3 


Et.Et 


CH2C6H4-4-CF3 


H.Et 


CH2C6H4-4-CF3 


HPh 


CH2C6H4-4-CF3 


H,C6H4-4-F 


CH2C6H4--4-OCF3 


H,H 


CH2C6H4-4-OCF3 


H,C6H4-4-F 


CHzC6H4-4"-Pn 


H,H 


CH2C6H4-4-Ph 


H,C6H4"-4-F 


CH2C6H4-2-C1 


H,H 


CH2C6H4-2-C! 


H,C6H4-4-F 


(CH2)2Ph 


H.H 


(CH2)2Ph 


H,C6H4-4-F 


CH2-piperazino"~Ph 


H,H 


CH2-piperazino-Ph 


Me.Me 


CH2-piperazino-Ph 


Et,Et 


CH2-piperazino-Ph 


H.Et 
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a7 

a / 


Me 


CH2~"piperazino'~Ph 


H.Ph 




a7 


Me 


CH2— piperazino—Ph 


H,C6H4-4-F 


AOAOQ 


CI / 


Me 


CH2"piperidino 


H,H 




a7 

ca / 


Me 


CH2***piperidino 


H,C6H4-4-F 




ct / 


Me 


SPh 


H,H 


A OA'^fi 


cl / 


Me 


SPh 


H,C6H4-4-F 


/\Z*fO / 


a7 


Me 


OCH2Ph 


H,H 


AZ*foo 


a7 

a / 




OCH2Ph 


H C6H4-4-F 




=»7 


M^ 


Ac 




A OA An 
AZ44U 


a7 

a / 


IVI& 


Ac 


H C6H4-4-F 


A04A1 


a7 


Me 


CONH2 


H,H 




a7 


M^ 


CONH2 


H,C6H4-4-F 




a7 
a / 


M^ 


CSNH2 


H,H 


AO AAA 


a7 
el / 


Me 


CSNH2 


H,C6H4-4-F 


AZ44D 


a7 

a / 




OCONH2 


H,H 


AOAAfi 


2*7 


M^ 


OCONH2 


H,06H4-4-F 


A 0/1 >1"7 

AZ44/ 


a7 

a / 


IVIt:? 


OGSNH2 


H,H 


AO AAA 


a7 


Me 


OCSNH2 


H,G6H4~4-F 


AOAAQ 
AZ^I-'H? 


s>7 


M^ 


0S02Me 


H.H 


A OAr^n 
AZ40U 


a / 


M^ 


0S02Me 


H,C6H4-4-F 


A 9Am 


n7 

a / 


M^ 


0S02Ph 


H,H 


A OARO 


a7 

a / 


Me 


0S02Ph 


H,C6H4-4-F 


A 0>1 
AZ400 


a7 

a / 




\ 


H,H 


AOAf^A 
AZ40*!' 


2l7 

a / 


Mp> 


I 


H,C6H4-4-F 


AZ400 


q7 
a / 




H 


H,H 


AOA5\fi 
AZ40D 


si7 
a / 




H 


Me, Me 


AZ40 / 


a7 

a / 




H 


Et,Et 


AZ400 


a7 


CF3 


H 


H.Et 


AZ40y 


Ski 

a / 


CF3 


H 


H,Ph 


AZ4DU 


Ski 

a / 


CF3 


H 


H,C6H4-4-F 


AZ4D 1 


n7 

a / 


CF3 


Me 


H,H 


A OARO 
AZ4DZ 


si7 

a / 


OF3 


Me 


Me, Me 


AZ4DO 


a7 

a / 


CF3 


Me 


Et.Et 


A OAR A 


ja7 

a / 


GF3 


Me 


H.Et 


A 9 All R 


a / 


CF3 


Me 


H,Ph 


A9ARR 
MZh-DO 


?i7 


CF3 


Me 


H,C6H4-4-F 


A9Afi7 
MZ*rO / 


d / 


CF3 


GH20Me 


H,H 


A2468 


a? 


CF3 


CH20Me 


Me^Me 


A2469 


a7 


CF3 


CH20Me 


Et,Et 


A2470 


a7 


CF3 


CH20Me 


H.Et 


A2471 


a7 


CF3 


CH20Me 


H,Ph 


A2472 


a7 


CF3 


CH20Me 


H,C6H4-4-F 


A2473 


a7 


CF3 


CF3 


H,H 


A2474 


a7 


CF3 


0F3 


Me,Me 
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A2475 


a7 


CF3 


A2476 


a7 


CF3 


A2477 


a7 


CF3 


A2478 


a7 


CF3 


A2479 


a7 


CF3 


A2480 


a7 


CF3 


A2481 


a7 


CF3 


A2482 


a7 


CF3 


A2483 


a7 


CF3 


A2484 


a7 


CF3 


A2485 


a7 


CF3 


A2486 


a7 


CF3 


A2487 


a7 


CF3 


A2488 


a7 


CF3 


A2489 


a7 


CF3 


A2490 


a7 


CF3 


A2491 


a7 


CF3 


A2492 


a7 


CF3 


A2493 


a7 


CF3 


A2494 


a7 


CF3 


A2495 


a7 


CF3 


A2496 


a7 


CF3 


A2497 


a7 


CF3 


A2498 


a7 


CF3 


A2499 


a7 


CF3 


A2500 


a7 


CF3 


A2501 


a7 


CF3 


A2502 


a7 


CF3 


A2503 


a7 


CF3 


A2504 


a7 


CF3 


A2505 


a7 


CF3 


A2506 


a7 


CF3 


A2507 


a7 


CF3 


A2508 


a7 


CF3 


A2509 


a7 


CF3 


A2510 


a7 


CF3 


A2511 


a7 


CF3 


A2512 


a7 


CF3 


A2513 


a7 


CF3 


A2514 


a7 


CF3 


A2515 


a7 


CF3 


A2516 


a7 


CF3 


A2517 


a7 


CF3 


A2518 


a7 


CF3 
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CH2~morpholino 
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W nftUIA— A— F 


CH2Ph 
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CH2Ph 


H,C6H4-4-F 
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H,H 
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Me.Me 
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Et.Et 
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H.Et 
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a? 


CF3 


CH2C6H4-4-CF3 


HPh 




a7 


CF3 


GH2C6H4-4-CF3 
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CH20Me 


Me.Me 


A977R 

AAA / / *J 


a7 


iBu 


CH20Me 


Et.Et 


A977fi 

MA / / U 


a7 


CH=CHMe 


CH20Me 


H.Et 


A9777 

MA / / / 


a7 
d / 


OH 


CH20Me 


H,Ph 


A2778 


a7 


OEt 


CH20Me 


H,C6H4-4-F 


A2779 


a7 


COPh 


CF3 


H.H 


A2780 


a7 


4-pyridyl 


0F3 


Me.Me 


A2781 


a7 


morpholino 


OF3 


Et,Et 


A2782 


a7 


NHiPr 


CF3 


H.Et 


A2784 


a7 


F 


CF3 


H.C6H4-4-F 


A2785 


a7 


1 


CH20H 


H.H 
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A2786 


a7 


iBu 


CH20H 


H,G6H4-4-F 


A2787 


a7 


CH=CHMe 


0H2NHBU 


^.H 


A2788 


a7 


OH 


CH2NHBU 


H.C6H4-4-F 


A2789 


a7 


OEt 


CH2C = CH 1 


H.H 


A2790 


a7 


COPh 


0H20 = CH 


H,G6H4-4-F 


A2791 


a7 


4-pyriclyl 


OMe 


H,H 


A2792 


a7 


morpholino 


OMe 


H,C6H4-4-F 


A2793 


a7 


NHiPr 


NH2 


H,H 


A2795 


a7 


F 


NHMe 


H.H 


A2796 


a7 


Et 


NHMe 


H,C6H4-4-F 


A2797 


a7 


iBu 


0H20Ph 


H.H 


A2798 


a7 


CH=CHMe 


0H20Ph 


H,G6H4-4-F 


A2799 


a7 


OH 


GH200H2Ph 


H,H 


A2800 


a7 


OEt 


OH200H2Ph 


H.C6H4-4-F 


A2801 


a7 


COPh 


CH2-morpholino 


H,H 


A2802 


a7 


4-pyridyl 


GH2-morpholino 


H,G6H4-4-F 


A2803 


a7 


morpholino 


GH=OH-pyridyl 


H,H 


A2804 


a7 


NHiPr 


CH=CH-pyridyl 


H,06H4-4-F 


A2806 


a7 


F 


C=CPh 


H,C6H4-4-F 


A2807 


a7 


Et 


Ph 


H,H 


A2808 


a7 


iBu 


Ph 


H,G6H4-4-F 


A2809 


a7 


CH=CHMe 


C6H4-4-CF3 


H.H 


A2810 


a7 


OH 


C6H4-4-CF3 


Me.Me 


A2811 


a7 


OEt 


G6H4-4-CF3 


Et,Et 


A2812 


a7 


COPh 


G6H4-4-CF3 


H.Et 


A2813 


a7 


4-pyridyl 


C6H4-4-CF3 


H.Ph 


A2814 


a7 


morpholino 


G6H4-4-CF3 


H,G6H4-4-F 


A2815 


a7 


NHiPr 


G6H4-3-CF3 


H,H 


A2817 


a7 


F 


C6H4-4-OH 


H,H 


A2818 


a7 


Et 


C6H4-4-OH 


H.C6H4-4-F 


A2819 


a7 


iBu 


CH2Ph 


H.H 


A2820 


a7 


CH=CHMe 


GH2Ph 


H,C6H4-4-F 


A2821 


a7 


OH 


CH2C6H4-4-CF3 


H,H 


A2822 


a7 


OEt 


GH2C6H4-4-CF3 


Me.Me 


A2823 


a7 


COPh 


CH2C6H4-4-GF3 


Et,Et 


A2824 


a7 


4-pyridyl 


GH2G6H4-4-CF3 


H.Et 


A2825 


a7 


morpholino 


CH2C6H4-4-CF3 


H,Ph 


A2826 


a7 


NHiPr 


GH2G6H4-4-GF3 


H,C6H4-4-F 


A2828 


a7 


F 


CH2G6H4-4-OGF3 


H,C6H4-4-F 


A2829 


a7 


Et 


CH2G6H4-4-Ph 


H,H 


A2830 


a7 


iBu 


CH2C6H4-4-Ph 


H.C6H4-4-F 


A2831 


a7 


CH=CHMe 


GH2G6H4-2-GI 


H.H 


A2832 


a7 


OH 


GH2G6H4-2-GI 


H.C6H4-4-F 


A2833 


a7 


OEt 


(CH2)2Ph 


H,H 
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A2834 


a7 


COPh 


(CH2)2Ph 


H,C6H4-4-F 


A2835 


a7 


4-pyridyl 


CH2-piperazino-Ph 


H,H 


A2836 


a7 


morpholino 


CH2-piperazino-Ph 


\^e,Me 


A2837 


a7 


NHiPr 


CH2-piperazino-Ph 


Et,Et 


A2839 


a7 


F 


CH2-piperazino-Ph 


H.Ph 


A2840 


al 


Et 


CH2-piperazino-Ph 


H,C6H4-4-F 


A2841 


a7 


iBu 


CH2-piperidino 


H,H 


A2842 


a7 


CH=CHMe 


CH2-piperidino 


H,C6H4-4-F 


A2843 


a7 


OH 


SPh 


H.H 


A2844 


a7 


OEt 


SPh 


H,C6H4-4-F 


A2845 


a7 


COPh 


0CH2Ph 


H,H 


A2846 


a7 


4-pyridyl 


0CH2Ph 


H,C6H4-4-F 


A2847 


a7 


morpholino 


Ac 


H.H 


A2848 


a7 


NHiPr 


Ac 


H.C6H4-4-F 


A2850 


a7 


F 


C0NH2 


H,C6H4-4-F 


A2851 


al 


Et 


CSNH2 


H,H 


A2852 


al 


IBu 


CSNH2 


H,C6H4-4-F 


A2853 


al 


OH=OHMe 


OCONH2 


H,H 


A2854 


al 


OH 


OCONH2 


H,C6H4-4-F 


A2855 


al 


OEt 


0CSNH2 


H.H 


A2856 


al 


COPh 


0CSNH2 


H.C6H4-4-F 


A2857 


al 


4-pyridyl 


0S02Me 


H,H 


A2858 


al 


morpholino 


0S02Me 


H,C6H4-4-F 


A2859 


al 


NHiPr 


0S02Ph 


H.H 


A2861 


al 


F 


I 


H.H 


A2862 


al 


Et 


I 


H.C6H4-4-F 


A3385 


al 


CH20Me 


Me 


H.H 


A3386 


al 


CH20Me 


Me 


Me.Me 


A3387 


al 


CH20Me 


Me 


Et.Et 


A3388 


al 


CH20Me 


Me 


H.Et 


A3389 


al 


CH20Me 


Me 


H.Ph 


A3390 


al 


CH20Me 


Me 


H,C6H4-4-F 


A3397 


al 


CH20H 


Me 


H.H 


A3552 


al 


CH2-piperazino-Ph 


CF3 


H.Et 


A3553 


al 


CH2-piperazino-Ph 


CF3 


H.Ph 


A3554 


al 


CH2-piperazino-Ph 


CF3 


H,C6H4-4-F 


A3555 


al 


CH2-pipericlino 


CF3 


H,H 


A3556 


al 


CH2-piperidlno 


CF3 


H,C6H4-4-F 


A3557 


al 


SPh 


CF3 


H,H 


A3558 


al 


SPh 


CF3 


H.C6H4-4-F 


A3559 


al 


0CH2Ph 


CF3 


H.H 


A3560 


al 


OCH2Ph 


CF3 


H.C6H4-4-F 


A3561 


al 


Ac 


CF3 


H.H 


A3562 


al 


Ac 


CF3 


H,C6H4-4-F 
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A3563 


a7 


C0NH2 


CF3 


H,H 


A3564 


a7 


C0NH2 


CF3 


H,C6H4-4-F 


A3565 


a7 


CSNH2 


CF3 


H.H 


A3566 


a7 


CSNH2 


CF3 


H,C6H4-4-F 


A3567 


a7 


OCONH2 


CF3 


H,H 


A3568 


a7 


OCONH2 


CF3 


H,C6H4-4-F 


A3569 


a7 


OCSNH2 


CF3 


H,H 


A3570 


a7 


0CSNH2 


CF3 


H,C6H4-4-F 


A3571 


a7 


0S02Me 


CF3 


H.H 


A3572 


a7 


0S02Me 


CF3 


H,C6H4-4-F 


A3573 


a7 


0S02Ph 


0F3 


H.H 


A3574 


a7 


0S02Ph 


CF3 


H,C6H4-4-F 


A3575 


a7 


I 


CF3 


H.H 


A3576 


a7 


I 


CF3 


H.C6H4-4-F 


A3627 


a7 


C6H4-4-CF3 


CH=CHPh 


Et.Et 


A3628 


a7 


C6H4-4-CF3 


CH=OHPh 


H.Et 


A3629 


a7 


C6H4-4-CF3 


CH=CHPh 


H.Ph 


A3630 


a7 


C6H4-4-CF3 


CH=CHPh 


H.C6H4-4-F 


A3631 


a? 


C6H4-3-CF3 


CH=CHPh 


H.H 


A3632 


a7 


C6H4-3-CF3 


CH=CHPh 


H.C6H4-4-F 


A3633 


a7 


C6H4-4-OH 


CH=CHPh 


H.H 


A3634 


a7 


C6H4-4-OH 


CH=CHPh 


H.C6H4-4-F 


A3635 


a7 


CH2Ph 


CH=CHPh 


H.H 


A3636 


a7 


CH2Ph 


CH=CHPh 


H,C6H4-4-F 


A3637 


a7 


CH2C6H4-4-CF3 


CH=CHPh 


H.H 


A3638 


a? 


CH2C6H4-4-CF3 


CH=CHPh 


Me.Me 


A3639 


a7 


CH2C6H4-4-CF3 


CH=CHPh 


Et.Et 


A3640 


a7 


CH2C6H4-4-CF3 


CH=CHPh 


H.Et 


A3641 


a7 


CH2C6H4-4-CF3 


CH=CHPh 


H.Ph 


A3642 


a7 


CH2C6H4-4-CF3 


CH=CHPh 


H,C6H4-4-F 


A3643 


a7 


CH2C6H4-4-OCF3 


CH=CHPh 


H,H 


A3644 


a7 


CH2C6H4-4-OCF3 


CH=CHPh 


H.C6H4-4-F 


A3645 


a7 


CH2C6H4-4-Ph 


CH=CHPh 


H.H 


A3646 


a7 


CH2C6H4-4-Ph 


CH=CHPh 


H.C6H4-4-F 


A3647 


a7 


CH2C6H4-2-CI 


CH=CHPh 


H,H 


A3648 


a7 


CH2C6H4-2-CI 


CH=CHPh 


H,C6H4-4-F 


A3649 


a7 


(CH2)2Ph 


CH=CHPh 


H.H 


A3650 


a7 


(CH2)2Ph 


CH=CHPh 


H.C6H4-4-F 


A3651 


a7 


CH2-piperazino-Ph 


CH=CHPh 


H.H 


A3652 


a7 


CH2-piperazino-Ph 


CH=CHPh 


Me.Me 


A3704 


a7 


CH20H 


= CPh 


H,C6H4-4-F 


A3705 


a7 


CH2NHBU 


= CPh 


H,H 


A3706 


a7 


CH2NHBU 


= CPh 


H,C6H4-4-F 


A3707 


a7 


GH2C = CH 


= CPh 


H.H 


A3708 


a7 


CH2C = CH 


= CPh 


H,C6H4-4-F 


A3709 


a7 


OMe 


= CPh 


H,H 
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A3710 


a7 


OMe 


= CPh 


H.C6H4-4-F 


A3711 


a7 


NH2 


= CPh 


H,H 


A3712 


a7 


NH2 


= CPh 


H,C6H4-4-F 


A3713 


a7 


NHMe 


= CPh 


H,H 


A3714 


a7 


NHMe 


= CPh 


H,C6H4"4-F 


A3715 


a7 


CH20Ph 


= CPh 


H,H 


A3716 


a7 


CH20Ph 


= CPh 


H,C6H4-"4-F 


A3717 


a7 


CH20CH2Ph 


= CPh 


H.H 


A3718 


a7 


CH20CH2Ph 


= CPh 


H,C6H4-4-F 


A3719 


a7 


CH2-morpholino 


= CPh 


H,H 


A3720 


a7 


CH2-morpholino 


= CPh 


H,C6H4-4-F 


A3721 


a7 


CH=CH-pyridyl 


= CPh 


H,H 


A3722 


a7 


CH=CH-pyridyl 


= CPh 


H.C6H4-4-F 


A3723 


a7 


C = CPh 


= CPh 


H,H 


A3724 


a7 


C = CPh 


= OPh 


H,C6H4-4-F 


A3725 


a7 


Ph 


= CPh 


H,H 


A3726 


a7 


Ph 


= GPh 


H,C6H4"4-F 


A3727 


a7 


C6H4-4-GF3 


= GPh 


H.H 


A3728 


a7 


C6H4-4-GF3 


= GPh 


Me,Me 


A3806 


a7 


CH20H 


iBu 


H,C6H4-4-F 


A3807 


a7 


CH2NHBU 


CH=OHMe 


H,H 


A3808 


a7 


CH2NHBU 


OH 


H,C6H4-4-F 


A3809 


a7 


CH2C = CH 


OEt 


H,H 


A3810 


a7 


CH2C=CH 


COPh 


H,C6H4-4-F 


A3811 


a7 


OMe 


4-pyridyl 


H,H 


A3812 


a7 


OMe 


morpholino 


H,C6H4-4-F 


A3813 


a7 


NH2 


NHiPr 


H.H 


A3814 


a7 


NH2 


H 


H;C6H4-4-F 


A3815 


a7 


NHMe 


F 


H,H 


A3816 


a7 


NHMe 


Et 


H,C6H4-4-F 


A3817 


a7 


0H2OPh 


iBu 


H,H 


A3818 


a7 


0H20Ph 


GH=GHMe 


H,C6H4-4-F 


A3819 


a7 


CH20GH2Ph 


OH 


H,H 


A3820 


a7 


OH20GH2Ph 


OEt 


H,C6H4-4~F 


A3821 


a7 


GH2-morpholino 


COPh 


H,H 


A3822 


a7 


CH2-morpholino 


4— pyrldyl 


H.C6H4-4-F 


A3823 


a7 


GH=CH-pyridyl 


morpholino 


H,H 


A3824 


a7 


CH=GH-pyridyl 


NHiPr 


H,Obn4— 4— r 


A3825 


a7 


C = CPh 


H 


H.H 


A3826 


a7 


0 = OPh 


F 


H,G6H4-4-F 


A3827 


a7 


Ph 


Et 


H.H 


A3828 


a7 


Ph 


iBu 


H,G6H4-4-F 


A3829 


a7 


G6H4-4-CF3 


GH=CHMe 


H,H 


A3830 


a7 


C6H4-4-CF3 


OH 


Me.Me 
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R20 


n 


R2 


R3,R4 


MOOOO 


a1 

a 1 


4-CI 


0 


Me 


H,4-pyridyl 


A3884 


a1 


4-CI 


0 


CH20Me 


H,CH2CH=CH2 


A3885 


a1 


4-Cl 


0 


CH2-morpholino 


H,C = CPh 


A3886 


a1 


4-CF3 


0 


CH2C6H4-4-CF3 


H.CH=CH2 


A3887 


a1 


4-CF3 


0 


OMe 


H.C6H4-4-Ph 


A3888 


a1 


4-CF3 


0 


CF3 


H.CH2C = CH 


A3889 


a1 


4-CF3 


0 


Me 


H,CH=CHPh 


A3890 


a1 


4-CF3 


0 


CH20Me 


H,3-furyl 
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B 



BU"^ No. 


XI 


R5.R6.R7.R8 


B1 


s 


H.H,H,H 


B2 


s 


H.Me.H.H 


B3 


s 


H,nPr.H,H 


84 


s 


H,OCH2CF3,H.H 


85 


s 


H,OH, H,H 


86 


s 


H,OMe,H,H 


87 


s 


H,SMe.H.H 


88 


s 


Me,H,H.H 


B9 


s 


OMe,H,H,H 


BIO 


s 


H, SPh.H.H 


B11 


s 


Me,Me,Me,Me 


B12 


s 


H,Me.H,Me 


B13 


s 


OCH2CF3.H,H,H 


814 


s 


CI.CI,H.H 


815 


s 


CI,H,H.H 


816 


s 


H.CI,H.H 


B17 


s 


H,F.H,H 


B18 


s 


F.F,H,H 


819 


s 


F,H,H,H 


820 


s 


H,CH2CH=CH2.H,H 


B21 


o 


H.H.H.H 


822 


o 


H,Me,H.H 


823 


o 


H.nPr.H.H 


824 


o 


H,OCH2CF3,H,H 


B25 


o 


H.OH. H,H 


826 


o 


H.OMe,H,H 


827 


o 


H,SMe,H,H 


828 


o 


Me,H,H,H 


829 


o 


OMe,H,H,H 


830 


o 


Me.Me,H,H 


831 


o 


Me,Me,Me,Me 


832 


0 


H,OPh.H,H 


B33 


o 


OCH2CF3,H,H.H 


B34 


o 


CI,CI,H,H 


835 


0 


OI,H.H,H 


836 


0 


H,CI.H,H 


B37 


o 


H.F,H,H 


B38 


o 


F,F.H.H 


B39 


o 


F,H,H.H 


840 


o 


H,CH2CH=CH2,H,H 


B41 


CH2C0 


H,H,H,H 
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B42 


CH2CO 


4,Me,H,H 


B43 


CH2C0 


H,nPr,H,H 


B44 


CH2C0 1 


H,OCH2CF3,H,H 


845 


CH2C0 


H,OH. H,H 


846 


CH2CO 


,OMe,H,H 


847 


CH2C0 


H.SMe,H,H 


B48 


CH2C0 


CI,H,H,H 


849 


CH2C0 


OMe,H,H.H 


850 


CH2CO 


Me,Me,H,H 


B51 


CH2C0 


Me,CH=CH2,Me,Me 


B52 


CH2C0 


H.Me.H.NHMe 


853 


CH2CO 


OCH2CF3,H,H.H 


854 


CH2C0 


CI,CI,H.H 


855 


CH2C0 


CI.H.H.H 


856 


CH2CO 


H.F.H.H 


B57 


CH2CO 


H,CH2CH=CH2.H.H 


B58 


NH 




B59 


NH 


H,Me,H,H 


860 


NH 


H,nPr,H,H 


861 


NH 


H,OCH2CF3,H.H 


862 


NH 


H.OH, H,H 


B63 


NH 


H,OMe,H,H 


864 


NH 


H,SMe.H,H 


865 


NH 


Me,H.H,H 


866 


NH 


OMe.H,H,H 


B67 


NH 


Me,CH = CH,H.H 


B68 


NH 


Me,Me,Me,Me 


869 


NH 


H,Ac,H,H 


870 


NH 


OCH2CF3,H.H,H 


871 


NH 


CI,CI,H,H 


872 


NH 


CI.H.H.H 


873 


NH 


H.F.H.H 


874 


NH 


H,CH2CH=CH2,H.H 


875 


NMe 


H.H.H.H 


876 


NMe 


H,Me,H.H 


877 


NMe 


H.nPr,H.H 


878 


NMe 


H.OGH2CF3,H.H 


B79 


NMe 


H,OH. H.H 


880 


NMe 


H.OMe.H.H 


881 


NMe 


H.SMe.H,H 


882 


NMe 


Me.H,H.H 


B83 


NMe 


H.Ph.H.H 


884 


NMe 


Me,Me,H,H 


885 


NMe 


Me,Me,Me,Me 


886 


NMe 


H,Me,H,Me 


B87 


NMe 


OCH2CF3,H.H,H 


888 


NMe 


CI,CI.H,H 


889 


NMe 


|ci,H,H.H 
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Bgo 


NMe 


H.F.H.H 


B91 


NMe 


H,CH2CH=CH2,H,H 


B92 


NEt 


H,H.H,H 


B93 


NMe 


H.Me,H,H 


894 


NCH2Ph 


H.nPr,H.H 


895 


NAc 


H,OCH2CF3,H.H 


B96 


NCOEt 


H,OMe.H,H 


B97 


NCOPh 


Me.H,H.H 


898 


NS02Me 


H.Ph,H.H 


B99 


NS02Et 


Me.Me.H.H 


B100 


NS02Ph 


Me,Me,Me,Me 


B101 


NS02C6H4-p-Me 


OCH2CF3,H,H.H 


8102 


CH20 


H,H,H,H 


B103 


CH20 


H,Me,H,H 


B104 


CH20 


H.nPr,H,H 
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4341 


A2724 


B2 


041 


4342 


. A2724 


82 


059 


4345 


1 A2724 


B21 


01 


434-1 


\ A2724 


B21 


05 



4345 


A2724 


821 


041 


4346 


A2724 


821 


059 


4347 


A2724 


822 


01 


4348 


A2724 


B22 


05 


4349 


A2724 


822 


041 


4350 


A2724 


B22 


C59 


4351 


A2733 


Bl 


01 


4352 


A2733 


Bl 


05 


4353 


A2733 


Bl 


C41 


4354 


A2733 


Bl 


059 


4355 


A2733 


B2 


01 


4356 


A2733 


B2 


C5 


4357 


A2733 


82 


041 


4358 


A2733 


82 


059 


4359 


A2733 


B21 


CI 


4360 


A2733 


B21 


05 


4361 


A2733 


821 


041 


4362 


A2733 


821 


059 


4363 


A2733 


B22 


01 


4364 


A2733 


822 


05 


4365 


A2733 


B22 


041 


4366 


A2733 


822 


059 


4367 


A2738 


81 


01 


4368 


A2738 


Bl 


C5 


4369 


A2738 


81 


C41 


4370 


A2738 


81 


059 


4371 


A2738 


82 


01 


4372 


A2738 


B2 


05 


4373 


A2738 


82 


041 


4374 


A2738 


82 


059 


4375 


A2738 


821 


01 


4376 


A2738 


B21 


05 


4377 


A2738 


821 


041 


4378 


A2738 


821 


059 


4379 


A2738 


822 


01 


4380 


A2738 


B22 


05 


4381 


A2738 


822 


041 


4382 


A273B 


|b22 


059 



[0 13 01 



miE#2 004-3122689 



#11 2004-121635 



: 80/ 



[^6 3] 



No. 


A 


B 


c 




5194 


A3885 


821 


C59 




5238 


A3888 


82 


C59 


5151 


A3883 


B1 


CI 




5195 


A3885 


822 


C1 




5239 


A3888 


821 


CI 


5152 


A3883 


81 


C5 




5196 


A3885 


822 


05 




5240 


A3888 


821 


C5 


51 53 


A3883 


81 


C41 




5197 


A3885 


822 


C41 




5241 


A3888 


821 


C41 


^1 ^4 


A3883 


81 


C59 




5198 


A3885 


822 


C59 




5242 


A3888 


821 


C59 


5155 


A3883 


82 


CI 




5199 


A3886 


81 


01 




5243 


A3888 


822 


CI 








05 




5200 


A3886 


81 


05 




5244 


A3888 


822 


05 




Aoooq 

/AOOOO 




C41 




5201 


A3886 


81 


041 




5245 


A3888 


822 


C41 


\J 1 *JO 


/AOOOO 








5202 


A3886 


81 


059 




5246 


A3888 


822 


C59 




r\0000 


R?1 






5203 


A3886 


82 


01 




5247 


A3889 


81 


01 


O i ou 




R91 

1 






5204 


A3886 


82 


05 




5248 


A3889 


81 


C5 


0 1 D I 


AOOQO 


DZ 1 


OA1 




5205 


A3886 


82 


041 




5249 


A3889 


81 


041 


O 1 DZ 


A OOOO 
/AOOOo 


DZ 1 






5206 


A3886 


82 


059 




5250 


A3889 


81 


C59 


RQ 
O 1 Do 




DZZ 


O 1 




5207 


A3886 


821 


01 




5251 


A3889 


82 


CI 


R1 RA 


A QQQO 


R99 
DZZ 






5208 


A3886 


821 


05 




5252 


A3889 


82 


05 


0 1 DO 


A QQQO 


R99 
DZZ 


OA1 




5209 


A3886 


821 


041 




5253 


A3889 


82 


041 


Aft 
O 1 00 


AOOQO 
rKOOOO 


R99 
DZ^ 






5210 


A3886 


821 


059 




5254 


A3889 


82 


C59 


O 1 D / 




D 1 


01 




5211 


A3886 


822 


01 




5255 


A3889 


821 


CI 


RA 
O 1 Do 


MOOO*T 


R1 

D 1 






5212 


A3886 


822 


05 




5256 


A3889 


821 


05 


^1 RQ 
O 1 D9 


MOOO*r 


R1 
D 1 






5213 


A3886 


822 


041 




5257 


A3889 


821 


041 


O 1 /U 


MOOOH- 


R1 
D 1 






5214 


A3886 


822 


059 




5258 


A3889 


821 


059 


Q 1 / 1 


A'^A^^A 


R9 






5215 


A3887 


81 


01 




5259 


A3889 


822 


01 


O 1 /z 


A<lftftA 


R9 
D^ 


ou 




5216 


A3887 


81 


05 




5260 


A3889 


822 


C5 


O 1 /O 


A'^ftftA 


R9 
D^ 


o*+ 1 




5217 


A3887 


81 


041 




5261 


A3889 


822 


C41 


7A 




R9 
DZ 


OiJ3 




5218 


A3887 


81 


059 




5262 


A3889 


822 


059 


PI1 7^ 


AOQftA 


R91 
DZ 1 


ni 




5219 


A3887 


82 


01 




5263 


A3890 


81 


01 


R1 7ft 
O 1 / D 


AOQpA 


R91 
DZ 1 


ou 




5220 


A3887 


82 


05 




5264 


A3890 


81 


C5 


K1 77 
01// 


Aooo** 


R91 
DZ 1 


OA1 
On- 1 




5221 


A3887 


82 


041 




5265 


A3890 


81 


041 


K1 7Q 

Ol /o 




R91 
DZ 1 






5222 


A3887 


82 


059 




5266 


A3890 


81 


059 


c;i 7Q 
0 1 /y 




R99 
DZZ 


w 1 




5223 


A3887 


821 


01 




5267 


A3890 


82 


01 


O 1 OU 




R99 


ou 




5224 


A3887 


821 


05 




5268 


A3890 


82 


C5 


O 1 o 1 




R99 
DZZ 


HAI 

0*T 1 




5225 


A3887 


821 


041 




5269 


A3890 


82 


041 


0 1 oz 


Moots H- 


R99 
DZZ 


Ouy 




5226 


A3887 


821 


059 




5270 


A3890 


82 


059 


51 83 


A OOOR 

AoSoO 


Di 
D 1 


O 1 




5227 


A3887 


822 


01 




5271 


A3890 


821 


CI 


V/ 1 0*T 




B1 


C5 




5228 


A3887 


822 


05 




5272 


A389D 


821 


C5 


9 1 Ov 




R1 






5229 


A3887 


822 


041 




5273 


A3890 


821 


041 


5186 


A3885 


81 


C59 




5230 


A3887 


822 


059 




5274 


A3890 


821 


059 


5187 


A3885 


82 


C1 




5231 


A3888 


81 


01 




5275 


A3890 


822 


01 


5188 


A3885 


82 


C5 




5232 


A3888 


81 


05 




5276 


A3890 


822 


05 


5189 


A3885 


82 


C41 




5233 


A3888 


81 


041 




5277 


A3890 


822 


041 


5190 


A3885 


82 


C59 




5234 


A3888 


81 


059 




5278 


A3890 


822 


059 


5191 


A3885 


821 


CI 




5235 


A3888 


82 


01 










5192 


A3885 


821 


C5 




5236 


A3888 


82 


05 










5193 


1 A3885 


821 


C41 




5237 


A3888 


82 


C41 











[0131] 

■r^^^ mz^mssa-m. ^mmm. mmf^mm'^. ©hdl^. ^ldlm. ,«vldl 

2004-3122689 



#fl 2004-121635 



: 81/ 



[0132] 
[0 13 3] 

:^mMi\:^m<D^mmz^(DMmKmLfzmfm. m^M. mmm. mmn. ifnm. 

[0 13 4] 

. ^> L < (if Lr^tt. fM-mii<7)mm t Lxmu-t ^ ^ k-c\^^ ^ its? 

[0 13 5] 

, mm(Dmm^nm. ^^m^^^mMLfz±xm^-r&^t:dmtL\^^i)K mx^mn 

n^-t^m-^. M'^O . 05~100ing/kg/'B-e^!9.§ftL<i±0. l~10m 
g/k g/B<^|SilII*|-C^^o #^PS-^(7)3if^tii±S^Jgi&tX J; l^^fci <^^^/6^ ® 
'i'O. 0 0 5 ~ 1 Omg/k g/B■C^^9^ L< {±0. 0 1 ~ 1 m g/ k g/H <7),|S 
m^X^^o ^:J^=lr 1 B 1 liI~^Ilic^ttTS^i-tL{fav^o 
[0 13 6] 

[0 13 7] 

mum 

Me 

E t ai-f-;v 

nBu n-^'^;V 

t B u t e r t 

n P r n--7°ntf;i/ 

Ph -7^^-;^ 

Bn ^^v;^ 

ffiSE# 2004-3122689 



#11 2004-121635 



: 82/ 



A c 
M s 
TMS 
P CC 
GDI 
DBU 
DME 
D PM 
TBS 
TFMP 
[0 13 8] 



^ ^ y 

tf i; V — A ^ n n ^ n ^ - h 

1, 8 - vT^f If viJ' n [5. 4. 0] 
1 , 2 - h ^->J^^ > 

V 7 — ;v ^ 5^ -'^ 
3 - t e r t --7'^;^^^ ^;v->U ;v 



1) LiN(TMS)2 
(COOEt)2 

2) NHgOH-HaO 



r2 POOEt 




N 



5- (4 - h U 7;v:e-n^ f-;V7 ji — ;v) 

(R^-TFMP. R2-H. 1-1- 



- -f y ^-9- V*- - 3 - >i 
1) 



X 6 0 m V A e;^ ( h ij ^ f-;v-> V ;v) T ^ Kv#?t 1 5 m 1 *inx. 



T-;H 5 m 1 vM^l^l^a- 6 5 rmTt^i^t) 6^FBTt?fgTL/.:o -S-c^f^^^'X =grP^§S?a^^ 
1 7 0^rBm#LK)Sm^'^-T-;v 1 0 Om 1 =&Jnx.7lc<t> *tmL/cMH^H*«iitH°;i/-^- 
h(7)U 5^'j7i>.:^^^ 1 H^ai L-C 2 . ,9 g#. %h\z.m:€.^W^\^^~7')\''^'mK\^7\<:<%-t 

^ i:-^^2 0^0=^ 6 1 Omg#fCo ^OUf-'i7Am3. 5 gtca^3'y-;V3 5m K 
H Kn^v;i'T5 > 1 . 2 2 g ^tOx. 2 0BtrBl®»iLL7to 7X=S-t)nx. ^nn 

/i^Sa^vU Mc#L. WWi^^ ^^^^ (111) "C'^ai Ul^iY. 

^%^iEfel§H^H t LT 2 . 5 5 g#/Co 6 0 % 
[0 13 9] 

(1-1-2) ~ (1-1-4) ^)|Wil|tc^^LfCo 
[0 14 0] 
[*6 4] 



No 






NMR 


1-1-1 


TFMP 


H 


1.46(3H,t,J=6.9Hz),4.49(2H,q,J=6.9Hz),7.04(l 
H, s), 7.77(2H,d, J=8.7Hz), 7.95(2H, d, J=8.7Hz) 


1-1-2 


TFMP 


Me 


1.46(3H,t,J=6.9Hz),2.47(3H,s),4.49(2H,q,J=6.9 
Hz),7.78(2H,d.J=8.4Hz),7.86(2H,d,J=8.4Hz) 


1-1-3 


P-CI-C6H4- 


H 


1.45(8H,t,J=7.2Hz),4.48(2H,q,J=7.2Hz),6.92(l 
H,s),7.47(2H,d,J=8.4Hz),7.75(2H,d,J=8.4Hz) 


1-1-4 


fc° U > - 


H 


1.46(3H,t,J=7.2Hz),4.50(2H,q,J=7.2Hz),7.12(l 
H, s), 7.68(2H, d, J=6 .OHz) , 8. 79(2H, d, J=6. OHz) 



[0141] 

5 -y^n-t- 4 ^;v--f y ^-9-v"°-;^■ 
[0 1 4 2] 



(1-2-1) 



ffiiE# 2004-3122689 



#M 2004-121635 



^-v: 83/ 



Hbi 61 




4 _^-5^;v- 5 -:t^V- 2 , 5 - vt K D ^ V ^^j-y- 3 - * 

X7^;v6. 4 5 g fc^t^v^jhv > 5 4. 0 g(DU-^m^^hV^f-)\^r^y 5. 3ml ^ 

i: LT 7 . 3 6 g#/to JlX^ 8 0 % 
^H-NMR(CDCl3): 1.43(3H, t, J=7. 2Hz), 2.19(3H,s). 4.45(2H,q. J=7.2Hz) . 
[0 14 3] 
Kbl 71 




3 

^j:Lf-;l/jiy?.7";V (R^ = TFMP. 1-1-2) 

^[,^j^(l_2-i) 2 4 3 mg^DME 6 m UiY#ilfL. 4 - h V 7 n ^ f-;V7 
i - ;v;3^-n 2 8 5 m g , RW.^ ^)^-U420ms. PdCl2 (dppf) 81mg 

^ijUK.. 1 0 o°c-e7 0#F^«^L/io -?-omRMi^7X^*ax. «^fn 
vi; ^-^^jv^J^nv h tz#L. i^m-^f-^i^ : ^^-^-^ (i : 8) -ev#mL. UM^^it^^^M 

fe<^ISB% t LT 2 3 9 m g#7to 8 0 % 
[0 14 41 
[^b 1 8 1 




4 , 
Ri = TFMP. R2 = H. 2-1-1) 

5_ (4 _ h V :7;v;a-n^^;V7a.-;v) --f y dp^j-v--;v- 3 

(1 - 1 - 1) 1. 0 g =S: ^ ^ " 5 m b . tK^^jIcT ^ Tfc^'ft * * 

h V -^A 3 5 8 rag^j^nx. 5^t^grUi'HL.mii2Hf^4t#L/co KJZm^ I 0 "Ciik 

^tL/c^^^'yV5&<>";v^'n-rht'#L. i^m-^^^^ : (1:8) -cittBL. ^ 

IMb-^if^^^H^Ht LT8 2 Omg (W9 6%) #/Co ;ifli^m:r.^)^-^^^>:^^<^ 

n^^uL. m.'ici 1 1 - 1 1 3 x:(D^M^imzo 

[0 14 51 

(2-1-2) ~ (2-1-9) ^mmiiZ^^LfZo 
[0 14 61 

aiSE# 2004-3122689 



#11 2004-121635 



^~-J : 84/ 



[ft6 5] 



No 






NMR(CDCls) 


2-1-1 


TFMP 


H 


2.04(lH,t,J=6.0Hz),4.85(lH,d,J=6.0Hz),6.70(lH,s), 
7.74(2H,d,J=8.4Hz), 7.91(2H,d,J=8.4Hz) 


2-1-2 


TFMP 


Me 


1.97(lH,t,J=6.6Hz),4.80(2H,m),7.76(2H,d,J=8.4Hz), 
7.85(2H,d,J=8.4Hz) 


2-1-3 


4-Cl- CeHi- 


H 


4.82(2H,s),6.58(lH,s),7.50(2H,d,J=8.7Hz),7.72(2H,d 
,J=8.7Hz) 


2-1-4 


4- CI- C6H4- 


Et 


1.25(3H,t,J=7.2Hz),2.68(2H,q,J=7.2Hz),4.80(2H,s), 
7.47(2H,d,J=8.4Hz),7.63(2H,d,J=8.4Hz) 


2-1-5 


Me 


H 


2.30(lH,s),2.42(3H,d,J=0.6Hz),4.71(2H,s),6.04(lH,q 
,J=0.6Hz) 


2-1-6 


Et 


H 


1.30(3H,t,J=7.5Hz),2.23(lH,s),2.77(2H,qd,J=7.5,0.6 
Hz),4.72(2H,s),6.04(lH,t,J=0.6Hz) 


2-1-7 


Br 


Me 


2.03(3H,s),2.06(lH,brt,J=7.5Hz),4.73(2H,d, 
J=5.7Hz) 


2-1-8 


^ ;i/ 4^ V > 
- 4 — r ;i/ 


Me 


1.98(3H,s),8.85-3.38(4H,m),3.78-8.82(4H,m), 
4.60(2H,s) 


2-1-9 


If y >-4- 


H 


2.20(lH,brs),4.85(2H,s),6.81(lH,s),7.65(2H,d.J=6.0 
Hz),8.75(2H,d,J=6.0Hz) 



[0 14 7] 

1) O-WS 

"OH 3) mm^ «\y"oH 

1\ ^ JPn 



##i^J 5 

»ix® urn 

3 - t e r t -7^-5^;vv^^;v~>i; ji/^^'^^ f-;v- 5 - (4 - h V ■7;V:tn^^;i/:7 
^;v) y^-9-V'-;v (r^ = tfmp. r^^h. 2-2-1-1) 

2-1-1) 8. 31g> t -y^;i/y^-9^>'^vy ;^^n9^ F5. 6 7 g> 5 iJ^V— 

;i/3 4 9 g. m^b^-5^v:^ 16 0ml <^ri.^t;^ 2 B#^m#Lfco KJ:t^m'7K^1mt^ 

nn53.;vA-e2iiiwmLf^o ^li® =^ tK. mm^M7Kx-m^mmk. mm-^ v a 
(1 : 9) -ev#ffiL> mm^t^m^m^i^m^Bt Lx 1 1. 5 gntzo m.m9 4 

iH-NMR(CDCl3): 0.14(6H, s). 0.94(9H. s). 4.82(2H, s). 6.68(1H. s), 7.73(2H. d. J 
=8.4 Hz), 7. 91 (2H, d. J=8.4 Hz). 
[0 14 81 

^2Xfi mmn 

(V^^jbfe) 

TB S#-^R^ = TFMP. R2 = Br 

4 3 - t e r t - r'^;^-:^'^ v V ^ 5 - (4 - h V y)l^^ 
u ^^)vy JL=.)V) A y ^^y^~)^ (2-2-2-1) 

3 - t e r t ^;vv' 1; ;v:t^->p5 5 - (4 - > V y )V-^u ;i^)]/y 

x.=.)V) -f V^-9-y'-;V (2-2-1-1) 9. 50g=lr-rh9tiKn-77> 190m 
U'M^L/co iOWl^n-'7'-5^;V';^'i'AC9^^-9->M (1. 5 7 M) ^-7 810 

miE# 2004-3122689 



#11 2004-121635 



^~-J : 85/ 



-e 1 5 ^i)-ifxmTLfZo - 7 8 t:-e 7 0 ^mmmk. 9 . 3 6 g ^Irl 0 'j^^^nxiM 

T LTto -7 8VX2 mmWiW^k. M'i^t xm^L 1 0 yv^ 2.7m-M^ijnx. 

. ^J±TW=^®*L. fllB<l:^il^^^'fe<^v4'»i:L-Cl 1. 6 g#/to 0 0% 

°H-NMR(CDCl3): 0.16(6H, s), 0.94(9H, s). 4.8l(2H. s). 7.77(2H. d, J=8.1Hz), 8.1 
8(2H, d, J=8.1 Hz). 
[0 14 9] 

TBS#> r2 = B r^R^ = TFMP, r2 = ^>v;V 

4^ -y%y-J)V- S- ( t e r t ^>'^v'J ;V^^'>^ ^;V) -5- (4-hU 
y )V^U ^^)Vy :L=.)\y) v^-^tV-JV (2-2-2-2) 

Mi& 1 9 Qmu^^ y "^y^Yuy y > 2m \ 1 , 2 - Vyru^:^^^ > 2 8 m 

g ^inx-C 55*F^. i^nn hV^f-v'V-^^V 1 6mg=lrj]nx.T 5^Kit#L7to -^Vv^JV 
y^n-r-f K3 7 6mg=lrx h ^ t Yuyyy Am 1 tivSlif i fL^RlS?S:^'?iT Lfco 
3 O^W^mmk. K^^m^ A-y^n^-Z - t e r t -r^;^^^ ^^V^> 'J ^^^^^^^ ^ 
;v-5- (4 - h ij 7;v^np< f-;v:7 j^^;V) 'i'V^^V-;v (2-2-2-1) 376 
mg, WW^y'-^^y^ 1 1 mg. Y') i/^u^^i/}Vi}^:y.y ^ y (I4mg. -rVy^V 

uyyyAm\<Dm^mm-r\^3 o^ra^mL/^o Ki^m^7]^^M^. tm^^)-^x^^ 

l^t-^i-^ im^f-^^ : ^^-9-^ (1 : 5 0) -ev#mL. 

^ffi-fb^tJ ^ mfelt H^H t L T 3 5 8 m g # o W 8 0 % 

^H-NMRCCDCls): 0.03(6H. s), 0.86(9H, s), 4.13(2H, s). 4.66(2H, s). 7. 14-7. 3l(5H, 
m), 7.67(2H, d. J=8.4Hz), 7.76(2H. d. J=8.4Hz). 
[0 15 0] 

4-^yi/)\,-5- (4 - h i; •7;V:tn^^;V7^-;v) ^ V ^^^f v*-;v- 3 - ;H ^ 
(R^ = TFMP. R2 = Bn. 2-2-3-1) 
^-^yP)U-3- ( t e r t f-;vvu ;v^^v^-9^''^) -5- (4-h 
^) y jl'^u ^^)Vy -rv^-ify-;v (2-2-2-2) 358ing*-rh7t:F 

n77>8m Ulv#»b. t e t r a -y^;VT>^"'i'A-7;V^-7^ KO. 8 8ml ( 
1 Mt- > 9li Fn-7 7>v«) **n;t^Co Si^-e 1 B^FslWrn, TK^Snx W=Sr#lh Lfc 

m^t^^Lfzo vu n-^ Mi#L. : ^^■9->' (1 : 3) -r-^ 

m TO^b^i^^fefe^Sfa t L-r 2 0 7 m g#/io W 7 8 %o 

^H-NMR(CDCl3): 4.10(2H,s), 4.62(2H.s), 7. 15-7.34(5H,m). 7. 70(2H, d, J=8. 7Hz) , 7. 77( 
2H. d, J=8.7Hz). 
[0 1 5 1 1 

(2-2-3-2) ~ (2-2-3-4) ^Wim'-^J^^^-o 
[0 15 2] 



ffiiE#2 004-31 2-2 689 



mm 2004-121635 



: 86/ 



1^6 6] 



No 


R' 


R2 


m2x.m 


NMR 


2-2-3- 
1 


TFMP 


Bn 




0.03(6H,s),0.86(9H,s),4.13(2H,s),4.66(2H,s),7.1 

4-7.31(5H,m),7.67(2H,d,J=8.4Hz), 

7.76(2H,d,J=8.4Hz) 


2-2-3- 
2 


TFMP 


Br 




2.15(lH,brs),4.82(2H,s),7.49(2H,d,J=8.7Hz),7. 
98(2H,d,J=8.7Hz) 


2-2-3- 

3 


TFMP 


CH 
0 




3.74(lH,t,J=7.5Hz),4.89(2H,d,J=7.5Hz),7.88(2 
H,d,J=8.1Hz),7.95(2H,d,J=8.lHz),10.10(lH,s) 


2-2-3- 
4 


TFMP 


SPh 




0.04(6H,s),0.85(9H,s),4.74(2H,s),7.11. 

7.26(5H,m),7.70(2H,d.J=8.7Hz),8.22(2H,d,J=8. 

7Hz) 



[0153] 
Ut2 0] 




##M6 

[4-'7^n-^-5- (4 -^no-7ai — ;v) - ^ V ^-9-y-;v- 3 

(Ri = 4 -C 1 -C6H4-. R2 = Br. 2-3-1) 

[5- (4 nn^a^^;v) --f y 3 -^iJ^y-jv (2-1- 

3) 2. 5 1 g ^m^k^^l/>2 5m 1 <7)^ISl', ^?!^TN-rnAi{±<m^ 5 F2. 

fXLf^m. 7JC7KT 1 MTKmiti- h V A7jcM?R^JP^> ^ n n 5i^;VAt?ttm L/co y^m. 

vhtc#L. ^dr-if^ (1:2) t?^ffiL> ^^lE^b-^ii/^ltH^t L-r 1 . 4 

1 g#/io J|X*4 9% 
[0154] 

(2-3-2) isxrf (2-3-3) (i/Nn^^^^y-fb^iJi: LT—m^b 3 ffiv^. mm 

[0 15 5] 
[«6 7] 



No 


R' 


R2 


NMR 


2-3-1 


4-Cl- CftH4- 


Br 


2.18(lH,t,J=6.6Hz),4.82(2H,d,J=6.6Hz),7.49(2H,d,J= 
8. 7Hz), 7.98(2H, d, J=8. 7Hz) 


2-3-2 


Me 


I 


2.11(lH,t,J=6.6Hz),2.47(3H,s),4.69(2H,d,J=6.6Hz) 


2-3-3 


Et 


I 


1.30(3H,t,J=7.5Hz),2,82(2H,q,J=7.5Hz),4.70(2H,s) 



[0 15 6] 



miE# 2004-3122689 



mM 2004-121635 



^-z^ : 87/ 



Ut2 1] 



FaC 




COOEt 



MeMgBr 




;V] -y°u/-^>- 2 (2-4-1) 

;^7-;i' (1 - 1 - 2) 1. 0 3 g^^TKx h^ti Kny9> 1 Om U::^ftf tK— ^iJ' 
y_;V<f^SPT. lMp{-^;^-7^'''^-'>'^-^y''i=i5 K7. 3 m 1 *j]^x.^ KtSm^^rmt'^L 

■C2 4H#f^aif^t/co ^c7)|^^)S?f£^3|&^nm<kT:^^-'^7A7X-M^Snx. im^^^i^-^^ 

^7 5 % 

it>^, 126-127t: ^ 
iH-NMR(CDCl3): 1.7l(6H.s). 2.38(3H,s), 7.75(2H,d, J=8.4Hz), 7. 81 (2H, d. J=8. 4Hz) . 

[0 15 7] 
['ft2 2l 



Me. 



"OH 



PCC 




CHO 



R'^MgBr 



FaC 




OH 



##f !l 8 

^ 1 1@ M'ffc 

4_^^;v-5- (4 - h i; 7;V5rn^f-;i/yi-;i-) - ^ y 3 J^^^^i^ 

7"t; F (2 - 5 - 1 - 1) 

-fb^t) (2-1-2) 4. 88g ^-^"{t^ V > 2 0 0 m 1 t: y}i^c=.^J^^ 

nn^5'n^-h8 3 0 g=^tPx.> m^T 2 2 mmmW^fzo ^ (D^kKBU^ 'y') -T 
-iiii L . ^ n n .i. ;v A ^i9tmk. WM ^ MTig* L o # ^ i^fzmm ^ v U ^ n 

-7ht;#L. im^^^^ : -^^-^-^^ (1 : 4) -citttJL. m-&(0^^m^nfzo ^it^^^ 
^-yXy)n^^BUMfiit^m^^- 14g#/^oW8 6% 

iH-NMR(CDCl3): 2.49(3H.s). 7.79(2H.d, J=8. IHz), 7. 87(2H, d. J=8. IHz) . 10.23(lH.s). 
10 15 8] 

I - |;4_^^;v-5- (4 - Y ^) y }V^u ^^)]/y - ^ V ^■^V- }V- 3 - 4 

;V] -yu^-^y- 1 (R* = Et, 2-5-2-1) 

m 1 X®-e# h ii^fz^t'^m (2-5-1-1) 765mg *»7- h9liKny:7>2 
OmU-vWL. - 7 0°C-^' 1 M^^;v-^^'*^-^v'>5' Ay'n-x'^ F3 . 2ml^i]nx.. 

miE# 2004-3122689 



#11 2004-121635 



^-v : 88/ 



m\:^^'^M'^<^^^tLX 3 4 5mg#fCo W4 0% 

[0 15 9] 

(2-5-2-2) ^^i^LfZo 

[0 16 01 
[^6 81 



No 




NMR 


2-5-2-1 


Et 


1.05(3H,t,J=7.5Hz),1.92-2.04(2H,m),2.30(3H,s),4.83 
aH,t,J=6.6Hz),7.75(2H,t.J=8.4Hz), 7.83(2H,d,J=8.4Hz) 


2-5-2-2 


4-F- CsH4- 


2.03(3H,s),6.03(lH,s),7.05-7.11(2H,m),7.42- 
7.47(2H,m),7.73(2H,d,J=8.4Hz),7.79(2H,d.J=8.4Hz) 



[0161] 

2-6-1) 
[0 16 2] 
m2 3] 




it^m (2-1-7) 1. 66g^*;V53^V>5ml l::v#^l 1 4 0 ^t? 2 0f f^m# 

'.^^"^^ (2 : 1) T-^fflL, m%?^^\^^^'tmn^(DMthx 1. i4g# 

o l|3l^ 6 6 % 

^H-NMR(CDCl3): 1.98(3H,s). 3.35-3.38(4H,in). 3. 78-3. 82(4H.in). 4.60(2H,s). 
[0 16 3] 
[-ffc 2 4 ] 

33 R'* 



^OH (Aa)MsCI, EtaN 



^ (Ba)S0Cl2, tf'J 




##'^J 1 0 A&(LG = OMs) 

p{ >>^;v4^>'m4 -J^;v5;v- 5 - (4 - ^ V •7;v^n> •^;V7 j^^jv) --fv^^V 
_;;,_3_^;v^^;vjc^7-;v (r1 = TFMP, R2 = CH0, R\ R* = H. 3-1- 

-ft-^t) (2-2-4-2) 1. 79g "k^it^ ^ >- 3 0 m 1 t'Mri L. TRi'-^T^ ^ > 
n 9 K 0 . 6 1mU h U ^'f'-'V T 5 >' 1 . 3 8ml=^inx.s 1B#F^S# 

it^m^m^O'^^BtLX2. 2 1 g#fco il^a 2 9 - 1 3 01C W9 6% 
[0 16 4] 
|Wi=itlC (3-1-1-2) ^^^L/io 

ffiSE# 2004-3122689 



#M 2004-121635 



-^-v : 89/ 



[0 16 5] 
1^6 9] 



No 




R2 


NMR 


3-1-1-1 


TFMP 


CHO 


3.21(3H,s),5.58(2H,s), 7.88(2H,d,J=8.4Hz),8.01(2H,d, 

J=8.4Hz),10.14(lH,s) 


3-1-1-2 


^ )l V 
> - 4 - 


Me 


2.01(3H,s),3.05(3H,s),3.38-3.41(2H,m),3.79- 
3.82(2H,m), 5.16(2H,s) 



[0 16 6] 

11 B-^ (L G = C 1 ) 
3 _^nnp{f-;i/- 5 - (4 - ^ uu y --f v^-^- (R^ = 4-C1-C6 

H4> r2 = H. r3 = H. R'^ = H. 3-1-2-1) 

[5- (4 -i^ nn--7 --f v^-if v'-;v- 3 - ;v] (2-1 

-3) 1. 73g. ^ n n.i^;VA 3 0 m 1 ^i#mt3il<bf-^";v 2 . 1 g * £ ^ tRJ^T 
tf'J v> 6 3 0 mg h iJ' nn^;VA 2m 1 0?#^^«r 3 ^"CiiTo ^y^-t? 5 P#rBlii# L/Co 

M-^^^i^ : ^^•y-^' (1 : 1) -tJittBL. mm^lt^m^^^Bt LXl. 7 2 g# 
/Co i|3l^ 9 2 % 
[0 16 7] 

(3-1-2-2) ~ (3-1-2-15) (D^t^m^^^LfZo 
[0 16 8] 



ffiSE# 2004-3122689 



#fl 2004-121635 



^-i^: 90/ 



m7 01 



No 




R2 


R3,R4 


NMR 


3-1-2-1 


4-Cl- CeHi- 


H 


H,H 


4.64(2H,s),6.63(lH,s),7.46(2H,d,J=8.4 
Hz),7.73(2H,d,J=8.4Hz) 


3-1-2-2 


TFMP 


H 


H,H 


4.66(2H,s),6.45(lH,s),7.75(2H,d,J=9.0 
Hz),7.91(2H,d,J=9.0Hz) 


3-1-2-3 


TFMP 


Me 


H,H 


2.33(3H,s),4.65(2H,s),7.76(2H,d,J=8.7 

Hz),7.85(2H,d,J=8.7Hz) 


3-1-2-4 


TFMP 


CHO 


H,H 


4.89(2H,s),7.87(2H,d,J=8.7Hz),8.03(2 
H,d,J=8.7Hz),10.17(lH,s) 


3-1-2-5 


TFMP 


Me 


H,Et 


1.15(3H,t,J=7.5Hz),2.30(2H,qd,J=7.5, 
7.5Hz),4.93(lH,t,J=6.6Hz),7.76(2H,t, 
J=8.4Hz), 7.83(2H,d,J=8.4Hz) 


3-1-2-6 


TFMP 


Me 


H,4-F- 
C6H4- 


2.14(3H,s),6.62(lH,s),7.07- 

7.13(2H,m),7.50-7.55(2H,m), 

7.75(2H,d,J=8.4Hz),7.81(2H,d,J=8.4H 

z) 


3-1-2-7 


TFMP 


SPh 


H,H 


4.55(2H,s),7.13- 

7.27(5H,in),7.73(2H,d,J=8.7Hz),8.25( 

2H,d,J=8.7Hz) 


3-1-2-8 


TFMP 


Bn 


H,H 


4. 15(2H, s),4.41(2H,s), 7. 15- 
7.35(5H,m),7.71(2H,d,J=8.7Hz),7.78( 

2H,d,J=8.7Hz) 


3-1-2-9 


4-CI-C6H4- 


H 


H,H 


4.64(2H,s),6.63(lH,s),7.46(2H,d,J=8.4 
Hz).7.73(2H.d,J=8.4Hz) 


3-1-2-10 


4-CI-C6H4- 


Br 


H,H 


4.46(2H,s),7.50(2H,d,J=8.7Hz),7.99(2 
H.d.J=8.7Hz) 


3-1-2-11 


4-CI-C6H4- 


Et 


H,H 


1.28(3H,t,J=7.5Hz),2.72(2H,q,J=7.5H 
z), 4.64(2H, s), 7.47(2H, d, J=8.4Hz), 7.65 
(2H,d,J=8.4Hz) 


3-1-2-12 


Br 


Me 


H,H 


2.06(3H,s),4.56(2H,s) 


3-1-2-13 


4-Y;i/ 


H 


H,H 


4.66(2H,s),6.85(lH.s),7.67(2H,d,J=6.0 
Hz),8.77(2H,d,J=6.0Hz) 


3-1-2-14 


Me 


I 


H,H 


2.49(3H,8),4.53(2H,s) 


3-1-2-15 


Et 


I 


H,H 


1.31(3H,t,J=7.5Hz),2.83(2H,CbJ=7.5H 
z)4.53(2H,8) 



[0 16 9] 

1 2 

[3 _^nn^-^;i/- 5 - (4 - h U '7;V:tnp('^;V7jii^;v) --i v^-^v'-Ji^- 4 - 
(3-2-1) 

[0 17 0] 
[^t 2 5 1 




miE# 2004-3122689 



#1M 2004-121635 



^~-J : 91/ 



ij )]y/-<)V'r^ V (3-1-2-4) 203mgh^^y-;V5ml (Di^m^7ki!%T s tK* 

?S a 7X =^ X ^ n n .i^ ;v A -ejft tb „ l&f n:^:^?^-^-^'^. Myimm-^ ^-^ v a 

■if^ (1 : 3) -e^liJL. m%?.'it^m^^^tLX2 1 Omg#7to W8 7% 
[0 1 7 1 1 
Ut2 6] 

R 1 ) 5^:i-*;i'/t^-f Mb 



Vs^CHO 2 ) Horner-Eininons SiS ^ „„ an 



##M 1 3 

2 - ■7;i':e-n- 4 ;V7 jc::i;V3:.;x.-r;i/ (R=3-F^ 

^=Me^ 4-1-1) 

3 -■7;V:tn-4-li Fn^->'^>XT;VT''li F5. 0 0 N, N— ;v 
/N^^-f ;v^' n ij K 5 . 2 9 hi;^^;VT5>4. 3 3 g^ N, N-v''^ •f-;VT 5 y t; 

v> 4 3 6 m g. Pt^^yB 0 m 1 (D'U^m^ 3 B^Fe^WLf^o R)S?t^C7X^:f)nx.. 

LT7. 0 5 g#fCc W7 1 % 

^H-NMR(CDCl3): 3.39(3H, s), 3.47(3H, s), 7. 27(7. 35 (IH, m), 7. 67(7. 74 (2H, m), 9.9 
7(1H, s). 

[0 17 2] 
W 2 X@ Homer-Emmons KJS 

3- (4-vy^;v^^5&;v/-?^-f ;v:t^->-3-"7;v^n:7jL::i;v) r^V^^^^-^ 

;VJi;^x;V (R=3-F. R^^^Me. 5-1-1) 

2 — 7;v:t n - 4 — 5 ;V7 j:. — (4-1 — 
1) 7. 0 5 g. f^;V.i^X.i^y I^m^ ^^l' 5 . 8 9 g. m^fby ^"^A 1 . 57g. 
y ^;VJi^;VAT5 K7 Om 1 O^-a-tJiC 1 , 8 - vT^f n [5. 4. 0] ^VTiJ 
- 7 - J^:/ 5 . 1 6 g ^tinx.. 2 . 5 Bf PBimi^L/io RJ:S?tt^7X^ jJD^fcf^. 1^ 

T7. 5 0 g#/io W8 6% 

^H-NMR(CDCl3) : 3.37(3H, s), 3.46(3H, s) , 3.8l(3H, s), 6.39(1H, d, J=15.9 Hz), 7. 
12 (IH, m). 7. 30 (7. 35 (2H, m), 7.63(1H, d, J=15.9Hz). 
[01731 

3- (4 -v>'y ^;v*;v/-^'^-f ;v;^;i/7t— ;v- 3 -:7;v:^n-7ai — ;v) T^V;^^^ 

5^;Vji;^«7-;V (R=3-F, R^^=Me. 6-1-1) 

3- (4 - f-;v-f-:t p&jv^-^^'f ;v:t^ V- 3 -■7;^:tn 7i-;v) Ti:^!;;^^^^ 
(5 - 1 - 1 ) 7. 0 0 g h v 7 2 6 5 "CC 3 0 ^ 

. SIB^b^tJ^il'fe^^B t LT 7 . 0 0 g#fco W 1 0 0 % 
[0 17 4] 

|Wl;itt3 (6-1-2) ~ (6-1-17) ^-^^LTtio 
[0 17 5] 



ffifE# 2004-3122689 



#11 2004-121635 



^-v : 92/ 



[^7 1] 



No 


R 


R" 


NMR 


6-1-1 


8-F 


Me 


3.04(3H,br),3.13(3H,br),3.82(3H,s), 
6.45(lH,d,J=16.2Hz),7.26-7.31(2H,m), 

7.48-7.53(lH. m), 7.64(1H, d, J=16.2 Hz) 


6-1-2 


3-OMe 


Me 


2.95-3.20(6H,m),3.82(3H,s),3.90(3H,s), 
6.45(lH,d,J=15.9Hz),6.95-7.18(2H,m), 
7.48(lH,d, J=7.8Hz), 7.67(1H, d, J=16.2 Hz) 


6-1-3 


2-OMe 


Me 


2.96-3.18(6H,m),3.80(3H,s),3.89(3H,s), 
6.53(lH,d,J=16.2Hz),7.06-7.13(2H,m), 
7.49(lH,d,J=8.lHz), 7.96(1H, d, J=16.2 Hz) 


6-1-4 


3-Br, 5-OMe 


Me 


2.90-3.30(6H,m),3.82(3H,s),3.89(3H,s), 
6.45(lH,d,J=15.9Hz),7.26(lH,brs), 
7.48(lH,brs),7,59(lH, d, J=15.9 Hz) 


6-1-5 


2-OMe, 6- 
OMe 


Me 


2.90-3.20(6H,m),3.79(3H,s),3.88(6H,s), 
6.73(2H,s) 6.88(1H, d, J=16.2Hz), 
8.08(1H, d, J=16.2 Hz) 


6-1-6 


3-OEt 


Me 


1.34(3H,t,J=6.9Hz),1.43(3H.t,J=6.6Hz),2.90- 

3.30(6H,m),4.12(2H,q,J=6.9Hz), 

4.27(2H,q,J=7.2Hz),6.43(lH,d,J=15.9Hz) 

7.04(lH,d,J=1.5Hz),7.12(lH,dd,J=7.8Hz,1.8 

Hz),7.48(lH,d,J=7.8Hz) 

7.64(1H, d, J=15.9 Hz) 


6-1-7 


3-Br 


Me 


2.95-3.23(6H,m),3.81(3H,8), 
6.45(lH,d,J=15.9Hz),7.45(lH,dd,J=8.lHz,2. 
lHz),7.60(lH,d,J=16.2Hz), 
7.6(lH.d, J=8.1Hz), 7.81(1H. J=2. iHz) 


6-1-8 


3,5-diBr 


Me 


2.80.3.20(6H,m),3.74(3H,s), 
6.90(lH,d,J=15.9Hz),7.60(lH,d,J=15.9Hz), 

8.21(2H,s) 


6-1-9 


3Ci,50Me 


Me 


2.90-3. 30(6H,m), 3.82(3H,s), 3.90(3H, s), 
6.45(lH,d,J=16.2Hz),6.96(lH,d,J=1.5Hz),7. 
31(lH.d,J=1.5Hz). 7.60(1H, d. J=16.2Hz) 


6-1-10 


3-OMe, 5- 
OMe 


Me 


2.85-3. 35(6H,in),3.82(3H,s), 

3.89(6H,s),6.46(lH,d,J=15.9Hz) 
6.76(2H,s),7.66(lH, d, J=15.9Hz) 


6-1-11 


2-Cl 


Me 


2.90-3.20(6H,m),3.82(3H,s), 
6.44(lH,d,J=15.9Hz),7.36-7.60(2H,in), 
7.60(lH,d,J=8.lHz). 8.06(1H,J=16.2 Hz) 


6-1-12 


3-Br, 5-OEt 


Me 


1.42(3H,t,J=7.2Hz),2.85-3.35(6H,m), 
3.01(3H,s),4.10(2H,q,J=7.2Hz), 
6.43(lH,d,J=15.9Hz),6.97(lH,brs), 
7.46(lH,brs), 7.57 flH, d, J=15.9 Hz) 


6-1-13 


2-F 


Me 


2.95-3. 15(6H,m),3.82(3H,s), 
6.55(lH,d,J=16.5Hz),7.26-7.33(2H,m), 
7.52(lH.d. J=7.8Hz), 7.79(1H,J=16.2 Hz) 


6-1-14 


2-Me 


Me 


2.43(3H,s),3.04(3H,br),3.09(3H,br), 3.81(3H, 
s),6.37(lH.d,J=15.9Hz),7.33-7.35(2H,m), 
7 54(lH,d,J=8.7Hz).7.94(lHm,d,J=15.9Hz) 



[0 17 6] 



miE# 2004-3122689 



#M 2004-121635 



^-i^ : 93/ 



6-1-15 


H 


Me 


3.06(6H,br),3.81(3H,s),6.45(lH,d,J=15.9Hz), 
7.51(4H,brs),7.68(lH,d,d=15.9Hz) 


6-1-16 


2-Me, 3-OMe 


Me 


3.02(3H,Br),8.12(3H,Br),3.82(3H,s).3.88(3H, 
s),6.37(lH,d,J=15.9H2),7.07(lH,s),7.32(lH,s 
).7.92(lH,d,J=l5.9Hz) 


6-1-17 


3-Cl 


Me 


3.05(3H,br),3.13(3H,br),3.81(3H,s),6.45(lH, 
d,J=15.9Hz),7.40(lH,dd,J=1.8Hz,8.1Hz),7.5 

8-7.63(3H,m) 



mmn 1 1 

[0 17 71 
( « - 1 ^) 
['fb 2 7 1 



33 



R 



R 



XOOR 



17 




j2-p(^;v-4- [5- (4 - h 7;v:tnp« ■^;V7i^;v) - ^ v ^-9-V'-;v- 3 
-^;v^h^->] --7^^^^! -S'^m^^;v:r.^-r;v (Ri = TFMP. R' = R' = R 
= H. R=2-Me> R^^=Me. a-l-l) ^ , , 

(2 - 1 - 1) 2 4 3 mg> h -7 >- 2 6 6 mg^ 4- (iJ'nnx;!/*- 

^ (r v'v^JV'^^'-JV) y t°^V 2 5 2mg ^V^-t:-^rUt?2 0B#^ 

(1 : 2) -t?'^mL. mm^t^<^^M^^^t LX 2 7 Omg 4%) i=^fZo 

^64 



[^i&^J 2 1 

[0 17 81 

(a -2m 
Ut2 81 




R 



LQ = CI or OMs 



F,9 Rio 




3l0 



j2^^^;V-4- [5- (4- h V7;V:^-P^'^;V7aL:^;v) - ^ y v^- 3 



-^;v^^;v>^;V7r-;v] -y^i/^i^l -S^m^^;vai:^x;v (Ri = TFMP 

'-Rio = H> R'^ = Et. a-2-1) 

miE#2 004-3122689 



r3 = R'' = H. R=2-Me. R' 



#il 2004-121635 



: 94/ 



3 _^nn^-?^;v- 5 - (4 - > U ^^v^n^ ^;v7^-;v) -^y^-9-y^-;v (3- 
l_2-i) 2 7 7mg. (4-^;V:*-7°h-2 -Sl^^^^^^l^^ 
;;^7-;V 2 55mg=&T-feh-bV;V5ml trftM v A 7 4 0 m g iDx.. 8 

0°Ct:-2B#»«^«#l^t/^o T-t h y ;v=Sr^^t^. jK^Uw^. ^ n n A trfflffl. 

m^tzy') nrj^^u-rYKiiL. sm^^>'^ : ^^-^^^ (i : 6) TitmL, ^^^o^^b 

5 8rag#/io i!il.>^.6 3 - 6 4^ W7 5% 
3 1 

[0 17 9] 

( « - 3 ti) 

[-fb 2 9 ] 




[2-^^;v-4- [4- (4 - b V 7;v:^n^f-;v^>v;v) - 5- (4-hi;-7;v 
(Hal=Br. ri = TFMP. = 4 - h n ^ 

^ 1 Img^T- h9t: Kn77>'2m U^M-^L. 1, 2 - v^-^'n ^-^^^ > 1 6 m 

g ^JbOx-T 5^Ph1. ^^nn hU^f-^V'>9>9mg*lJn£-C5^9-TO#t/io KJSIS^^p 
- h ij •7;v^n>{ f-;V-^Vv;V7'n 5 K2 9 7 m g =S:j]nx.. 3 O^mMMLfZo M^m^'J^ 
*pm, [4- [4-rn^-5- (4 - h V ■7;v:tn^^;v7^-;v) ^v^^y^-;^- 

2 2) 3 0 Omg, M^m^^°7>^'^A 6mg, h V n.^dp~>;v.i>>c 7 1 6 m g =l:Sn 
x4 S^mmUVfzo RJSmt::7X**nx. 7Xi3 i 0'^l^^n^:^7K-C-^l#- 

, i^m^-^^'v : (1 : 9) -citmL. mm^t-^m^i^M'^m^BtLx 2 3 9mg# 
mmm 4 1 

[0 18 0] 

Ut3 0] 




j4_ [4 -:7^f-;vT5 y p^f^^v- 5 - (4 - h u y;^^n^-f-;vya^-;v) --fy^ 

^j-y'_;V-3-^;V^^;V7>;vyT->'V] - 2 -^•^^^V-y^y -S^^tert- 
y^;VJ^>^T-;V (Ri = TFMP. R2 = CH2NHnBu> R^'=tBu, a-4-l) 
^{.^^ („_2-i6) 238m g. n -y'f-;VT 5 > 4 3 m g ^y ^ ^ -^1- 6 m 

miiE# 2004-3122689 
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95/ 



;v : (1 : 6) -evtfflL. ^iia'ft^t/^iE'fe'^vft^^t)^ 2 2 5mg#/^o a 

ms 5% 

[0 18 1] 

@^^jc-5^;i/a:.;^T-;v (a -4 -2) ^^/co 

[^ife^J 5 1 

10 1 8 2] 
( « - 5 

[4b 3 1] 




COOH 



|4_ [-4 _^ i.:3^.i,^f-;v- 5 - (4 - h i; ■7;v^n^^;v7^-;v) -^v^-^fV 

3-^ h ^ v] - 2 f^;v--7i / -WB. (a - 5 - 1 ) 

14_ [4 -li Kn^v^f-;v- 5- ( 4 - ^ 1; "7 n ^ ■g^;v-7 -^v^^ 

3 > i^v] _ 2 -^f-;V--7^y (a- 2 

-11) 2 1 Omg<DT h91iKn77:x3ml WtCTK-^-ft-^ YV^^l dmg^Mx. 
^ra-eS O^fHlWbfCo R)S?iSt'3'^4t^^^^9 Omg<Z)x>9tKn-7-7>'0. 5m 

1 . 5ml tnx.. 5 B#r^m#Lfco Rjc«v«t::7K. ^mm^M^^m lw-^^^v 

o ^ i;#L. I-^m^^^^ : -^^^^ (2:1) -CittBL^ lIsB^b 

-^tJ^^^feSe^Ht LT 1 7 5mg#/io i|3l^8 6 %o tt^im-^-^^^- V e;va^ 

6 ] 

[0 18 3] 

(a -em) 



miE# 2004-3122689 
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^--J : 96/ 



[<b 3 2 ] 




mi Jin T)\^^)vit 

(3- (4 -^>'i^;v:e-^->- 3 -^^;v--7 -2- [4 5 - (4 

U}£-^ym^^)^^7.7-)-\^ (a -6- 1-1) 
5iKJ'^Tx h7tKn-7'7>7ml tCjX^'fb^ bU'j7A4 8mg ^jJDx. >>:v^-e 3 - ( 4 
3 -7 j^ — ;v) - 3 v - yn li 4- v^-j:--^-;^-!-:^ r-;v 

3 7 5 mg<7)7^ Kn-79>'M6m 1 =1: 1 5 ^P^-efiST Lfco ^atcMb3-i^n 

n^f^;v- 3 -5^;^- 5 - (4 - h V "7;v:tnp<-^;v7 i — )U) - -f y ^-9- v'-;v (3 
-1-2-2) 276mg. 3 '^'fk*'; A 1 8 7 m g ^iOx. 1 7 BtFeWnMsfE Lfco 

^jij^jx^^u-^Y^ziii]^^ 'sm^^ji' :^^^y (1 : 2) T'-^tBL. mt^iY.^m-^m'^ 

mW^t LT5 3 Omg#fCo W9 6% 
[0184] 

ii2Xfs j^Rm 

1- (4 - t: Kn^rv- 3 -^f-;v--7i^;l/) -3- [4-^^;V-5- (4->'; 
y )]/':^u :^i-)Vy :x.=.)'u) v^-ij-V-;!^- 3 -■7°^/^°>- 1 >" (a -6 
-2-1) 

±fBtr#f5^f^^^T-;v (a-6-l-l) 530mg (r®m4 m 1 . iBMM 1 . 2 m 

0 V'; :^^^;v^ ^ ji#L. I^m^^^^ : ^^^f > (1:2) t:i#tBL. ^llfi^t 
^ii/^^S-felSH^H t LT 2 1 Omg#/co 5 8 %o ^a^I'^m^f^;V--^^-9- 

1 HNMR(CDCl3 ) : 2. 26 (3H. s) , 2. 27 (3H. s) . 3. 07 (2H, t, J=7. 8Hz) , 3. 48 (2H, t, J=7. 8Hz) , 6. 81 (IH 
, d, J=8. 4Hz) , 7. 74-7. 85 (6H, m) . 

[0 18 5] 

|^3X^ r)l'^)Vit 
(2-^f^;v-4- 13- [4-^^>'V-5- (4 - h V •7;v:tnp{f-;V7a^-;v) 

6-3-1) 

^mx-^hi-ifzy ~)Vjt-^m («-6-2-i) 1 3 Omg h vVf-;v^i^;vAT5 
F3 m 1 (0Y#f&tX7'n^it@^^^;l/j:.;^T-;V5 5mg. V -i? A 5 0 m g ^ By^t^ 

mtfco /|-«iS i±:i:i^7XT-»> teTtcM"^^'""^-^ M^Mffi^*L/co m 

ffllE# 2004-3122689 



iff® 2004-121635 



^--J : 97/ 



4 Omg^fco W9 3%. 



. tL ^ I^M j:- ^ ;v - V n tf ;V - 7- 



[0186] 

(2-^^;^-4- 13- [4-^-5^;V-5- (4-h 

±iaJiy^x;V (a - 6 - 3 - 1) 130mg^7-h7 
^fz'^k. 1 M7Xm<t V A7K?#ft 0 . 5 7ml *Snx. 

L/^|gH^0^i«l'XLT||l|3>fb^tJ=lr 1 1 Omg#7to W 
:f n 11° ;v J- - X M^v#i^"t?SIS I- > 

mmm 1 1 

10 1 8 7] 

( a - 7 ft) 
Hb3 3] 



v) ( « - 6 - 4 - 1 ) 

}^ Y'uy y y A . 5ml 
gr^tr 1 Bfraia^Lf^o >j^cv^-e7X 

8 7%o Cl^x^St^J^-^^-'K-^ '-^ 




^ 1 X@ 

i;2-^-^;v-4- [4-^-^;v-5- (4 - h V ■7;v^n^f-;V7a.^;v) 

3 f-;l/:5?.;l/-7 T-;V] ^i^^V] T'^^V— (R = CF3. X^=S. 

X2 = CH2. «-7-l-l) ^ ^ 

3-^^nn^f-;v-4-p^f-;v-5- (4 - b V ^V^-^fv 
_;^(3_l_2-3) 225mg. ( 4 - ^ 7" h - 2 ^;U-7 ^ ^;V) T-feb^ 
h'j;H 4 Omg^ Rm-b^>'>^ 5 8 5mg. T-fe h - > ;V 5 m 1 Otl^i^^^vS-C 2 

^ :I^m^-5^>'V (9 5 : 5) -C-^tbL. m^it^'^^M'^^^atLX 3 0 Omg 

9 2 % 

iH-NMR(CDCl3): 2.29(3H. s) . 2.31(3H, s). 3.63(2H, s). 4.14(2H, s). 7. 26-7. 28(3H. 
m), 7.74(2H. d, J=8.4Hz). 7.82(2H, d, J=8.4 Hz) 

miE# 2004-3122689 
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^-v : 98/ 



[0 18 8] 

mm.(Dlom'^\ [2-^5^;v-4- [4-^^;v-5- (4 - > U 7;v*n^ 
-;v) ^ v^-ij-y-'-JV- 3 h ^v-] •7i^;v] T-feb-hV;v («-?-! -2 
. X^ = 0) =^#/Co W88%. Rf-0. 25 ;Vi^tt>' U :^ V- b . M-^m 

: ^^■9->= 1 : 3 -es^) o 
[0 18 9] 

^2Xfi 

N-H Kni^^v- 2 - [2-^f-;v-4- [4-^f^;V-5- ( 4 - h U 7;^:^ n ^ 
« - 7-2- 1) 

[2-^f-;V-4- [4-p<f-;V-5- ( 4 - h U ^ n ^ ^ ^ ^ --"l^) -I'V^'^- 

0 Omg. 1:; Kn^v;VT5 >'mm:^2 5 9 mg, 2 8 %i- ^ ^ 1 V 0. 7 
6mK ^^y-;vi Om l(^rS^t/=^2 OBf^Smb/io i^ETY«*®* bf^m. 

^^m, iitJ±TvM^^*L/Co ^iS'fb^tl^it'felS^^ t-C 2 9 9mgt#/^o ^IX^ 9 2% 
[0 19 0] 

N-t Kndf 2 - [2-^^;v-4- [4-pff-;v-5- (4-^ 

i^^y (a- 7-2-2. Xi = 0) =^#fCo ^X^5 7% 
[0 19 1] 

^ 3 X© 

3_ [;2-^f-;V-4- [4-P«^;V-5- ( 4 - h V 7 ^ O p{ -f-;!/ 7 ^V^ 
Hj-./_;V_3 _^;V^^;v;:^;vyr-;v] ^vy;^] -4H- [1, 2, 4] ^t^-if^T 
y-"- ;v-5— (a-7-3-1) 
N-tKn^v-2- [2-^5^;v-4- [4-^^>'V-5- ( 4 - h U 7 n ^ 

(a-7-2-1) 299mg. 1, 1' - * ;V5j^'-;V v 5 ^'y^-7V 1 2 3 m g . 1, 
g_-;;yHfev^n [5, 4, 0] y-r-t- 7 -J^y 4 1 9 mg. T- > y t; Kn y 7 y 

1 0 m 1 (DU^^^Mux- 1 B#r^«^L/co sjs?tt^7X^Dnx. 1 M) mmx^m Vtzo 

=lr^*Lyio ^ffi=^'>'>' n-7 h t'#L, h ;v y I (9 5:5) 

mt/to #P>t^^ca%=^T^^ > y i i9ffltH^Bb^ia<b^tJ^^»fe#§B^^ b-C 1 3 3 ]:ng# 

1R^4 2 % 

mtm 8 1 

[0 19 2] 

(«-7v*) ^ ^ 

3_ j2-^f-;v-4- [4-^^;v-5- ( 4 - h U 7 n ^ f-;vy o.^;!/) - y 
jp^^>/_;V_3_^;V^ h^rv] _^>~y;v| -4H- [1, 2, 4] :t ^-^^-y'T y - 
5-:^y (a-7-4- 1) 

^-\^ ]^u^iy- 2 - [2-^^;v-4- [4-yf-;v-5- (4-hVy;v^ay^ 
;vyji^;v) y dr^j-y-;v- 3 ^ y -^^] yji^;v] T-bhT5vy (a-7 
— 2-2) lOOmg, y •f-;i/yn-^T-feT-— h 5 5 m g, ^M-fev'^ A 1 5 5 m g> 
y ^ ;l/ A T 5 F 3 m 1 2 0 1 0 0 'CX' 1 ^TO#b/co RJS 

(95 : 5) -e-^mb^lB'fb'^t/^^'feMB^t bT4 0mg#/Co W3 7 

% 

[«M 9 ] 
[0 19 3] 

mSE# 2004-3122689 
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{a-sm 

[-fh 3 4 1 




R 

^COOR^^ 



HO 





COOR 



17 



3_ |2-^f-;v-4- [4-^^;v-5- (4 - h V7;v:tn^^;v7^-;v) 

3 hif-v] T ^ V ^ ^ )V j:. ^ (Ri=TFMP, R2=M 

e. R3=R*=H, R = 2-Me, R^^ = Me. « - 8 - 1 0 ) . 

y._;V (3 - 1 - 2 - 3) 2 2 3mg:&J:r>*3- ( 4 - H F n - 2 - ^ :7 ^ 
) V ;vm p< f-;^^^?^^;^ 200mgOT-feh-hV;V8ml v A 3 

1 Gmg^^nx.. 4 0#F^, 6 0 "Ct? 3 B^r^m^ Lt^o R)Sv&^ML. ^m^M 

ET^^Lfco #^.:^^/i^i-ffi^>"J 5f7^^;i'^nv : ---^^^^ (1 : 4) 

6 Smghtio JR^7 4% 
[*»J 1 0 ] 
[0 19 41 

(a -9m) 

Ut3 5] 





COOR''^ 




COOR 



17 



3_ {3_^|.i^v-4- [4-^f^;v-5- (4- h i; ^JV^np^f-;^^^-^^) ^ 

i=TFMP. R2=Me. R3=R*=H, R = 3-OMe, R^^ = Me. a - 9 - 8 ) 

3_ (4_i;^^;v*;v/^'^^;v;^;v7T-;v-3-^ b^v-7^-;v) T^'UJvm 
p«^;v^^x;w (6 - 1 - 2) 2 2 4 mg. 1 m o 1 / L ^ > U A ^ h ^ v ^ ^ - 
;v«l. 3mLOV^^%^2 0#FBm-mi:> y]a^y\zlMMmKX^m\^tZotm^^)-^ 

#ibtLfc5^«=^T-feh - h V;V4mLt'f#MU. 3 - n n ^ f-;V- 4 - ^ 5 - ( 

4 _ > 7;V:^n^-5^;V7a^-;V) -f V^^y^-;V (3 - 1 - 2 - 3) 2 0 9 mg> m^K 
-fev'>A 2 9 6 mg=^iDx.. gyS-C 2 B# W# L/Co K)^m'^7]^^M^tz^k. 1^-^^^^ 

-C 2 2 7 m g#/Co .llX^ 6 5 % 
[«^J 1 1 1 
[0 19 51 
(a-1 0&) 
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^ydp^j->/_;v (Ri=TFMP, R2=Me. R3=R*=H, R = 2-F, X = 0. 

a - 1 0 - 1 - 1) x" , ^ ^ „ 

3_^nn^f-;v-4-;^f-;v-5- ( h i; "7 n ^ f-;v7 -fv^-^fv-^v 

('3_l_2-3) 1 5 g. 4 -7^n^- 2 -•7;Vjrn "7 -;H . 2 5 g^ RM-t 
v'7A2 13g. r'-fe 2 0ml C0tl^%^ 7 5 Kt?l iBtF^^Wt/lo 

^utLXl. 8 2g#/c:oW7 8% 
[0 19 61 

IWI»H («-10-l-2) ~ (a-10-1-5) *^^L/Co 
[0 19 7] 
[^7 3 1 



No. 


R 


X 


NMR 


a -10-1-1 


2-F 


0 


2.35(3H,s),5.25(2H,s),7.00-7.30(3H,m), 
7.76(2H,d, J=8. iHz), 7.84(2H,d, J=8.lHz) 


a -10-1-2 


H 


0 


2.28(3H,s),4.12(2H,s),7.25-7.45(4H,in), 
7.74(2H,d,J=8.4Hz),7.82(2H,d,J=8.4Hz) 


a -10-1-3 


3,5-diF 


0 


2.40(3H,s), 5.25(2H, s),7.06-7. 16(2H,m), 
7.76(2H,d,J=8.4Hz),7.86(2H,d,J=8.4Hz) 


a -10-1-4 


3-CF3 


s 


2.29(3H,s),4.17(2H,s),7.51(2H,d,J=8.4H2), 

7.62(lH,dd,J=8.4Hz,2.lHz),7.74(2H.d,J=8.4Hz), 

7.77(lH,d,J=2.lHz).7.81(2H,d.J=8.4Hz) 


a -10-1-5 


2-CF3 


s 


2.29(3H,s),4.16(2H,s),7.43(lH,dd,J=8.4Hz,2.4Hz), 

7.62(lH,d,J=8.4Hz),7.65(lH,d,J=2.4Hz), 

7.74(2H,d,J=8.7Hz),7.81(2H,d.J=8.7Hz) 



[0 19 8] 

^2X@ Heck KB ^ . - 

3_ j3_7;v^p_4_ [4_^^;i.-5- (4- h i; •7;v:tn^f-;V7i:^;V) A 

.^^^y_;V_3_^;V^ hi^v'] y T ^ ^^^^^"r )\^ (Ri=TFMP. R^ 

=Me, R3=R''=H, R = 3-F, X = 0, R^^ = Me. « - 1 0 - 2 - 1 ) 

3_ (4 _yn^- 2 ^v'^^f-^v) - 4 - ;^ f-^i^-S- (4-hV7 
;v^n^-^;V7i-;v) ^y^^V-^V («-l 0-1-1) 0. 3 5g. T^'J^vm^ 
^;H. 0 6 g. W^^^-^'-^Adl) 3 7mg. Y^)J^^)\^r^yO. 16g. 

"emg^'^i ^;t*^V^T5 F2m 1 Otru^%^T;V::^>^»iE4' 1 0 0 St? 1 1 B#r^a# 

^9-7^^ (n .^•if^'/im^^^W J: l9WmL. l-"^ 0. 3 

3 g#fCo W9 2% 

ffifE# 2004-3122689 
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mmm 1 2 1 

[0 19 9] 

Ut3 7] 




l2-^-9^;v-4- [5- (4 - > V np{^;v7^-;v) y^-^y~)\^- 3 - 
4 )V>^^)UX)ly-7r=-)l^] -y^J^^y\ -I^m (R^ = TFMP> r2 = r3 = r4 = r9 
= R^° = H, R=2-Me^ Xi = S, /? - 1 - 2 ) 

l2-^^;V-4- [5- (4 - h V 7;V:t-n^ - -f V -^t V- ;v - 3 

--f ;v^f^;v>^;v:7T-;v] -:7jLydri/} -|^^ji-^;i/ai;^r-;i/ (a-2-l) 226 
mg=^-rh^liKn-77>'5ml I'^^^L. 1 MtK^^H V 'i' A Im 1 ^*nx.. ^yST 1 

'ft:=^#/co ^ tL^ p« y - ;v-7K i ^; Ulie^t-^t; =^ 2 o 6 m g #/io W 97% 

[^Mfll 1 3 ] 
[0 2 0 0] 

(/? — 2-S) 
['fb3 8] 




3- |3-7;v^n-4- [4-y^;i--5- ( 4 - h V 7;v^n ^ -f 
y^-9-y^-;v- 3 -^;vy v] 7^-;^} T^^V^^m (10) (r^=tfmp, R2=Me, R^= 

R*=H. R = 3-F, = 0, R^^ = Me. ;8 - 2 - 1 5 ) 

3- ] 3 -•7;v:^n- 4 - [4-yf-;v-5- (4 - h V 7;v:tn y f^;!/^^^-;^) ^ 
y ^-9-v'"-;v- 3 --f ^ ^^>] ya^—;!^! r ^ ^) (a-10-2 

- 1 ) 0 . 7 9 g . 4 N-LiOH 1. 5mK7jc3mKTHF20ml (OWi^m ^55 
4. 5B#FBm#LfCo MTW^^*L. 2N-HCUCTmtti^L/io *TttJ L/cMal^TfctJfe 
Lfc#:T-t: h > J: «9 Blt^a LT^fE<k'^% 0 . 7 g ^#/io W 9 1 % 
[0 2 0 1 ] 

[0 2 0 2] 
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m? 4] 




No 




R1 


R2 


X1 


R3,R4 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


Of -1-2 


Of-I 




Me 


0 




Me 


oil 


2.29(3H.s),2.32(3H,s).3.80(3H,s),4.61 (2H,s)5.1 3 
(2H,s),a67(1 H,d,J=9.0Hz),6.79(1 H,dd,J=9.0,2.7 
Hz).6.86(1 H.d,J=2.7Hz),7.75(2H,d, J=8.1 Hz),7.8 
4(2KJ=8.1H2) 


Of -1-3 


Qf-1 




Me 


0 


Me,Me 


Me 


oil 


1.76(6H,s),2.20(3H,s),2.37(3H,s),3.78(3H,sX4,56 

(2H,sX6.49-6.50(2H,m), 

6.67(1 H,m),7.75(2Kd J=:8.1 Hz),7.84(2H.d, J=8.1 

Hz) 



[0 2 0 3] 
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[^7 51 




No 




R1 


R2 


XI 


R3,R4 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


Of -2-2 


ar-2 




Me 


S 


H.H 


Et 


63-64 


1.29(3H,t,J=7-2H2X2.23(3H,s),2.24(3H,s),4.03(2 
H,s),4-25(2H,q,J=7.2Hz),4.61(2H.s)6.61(lHd,J= 
8.4HzX7.1 8(1 H,dd,J=aA2.1 HzX7.23(1 KJ=2.1 H 
2),7,74(2H,d.J=8.1 HzX7.82(2H,d, J=8.1 Hz) 


Of -2-4 


Of -2 




Me 


S 


H,H 


Et 


58-59 


1 .30(3H,t. J=7.2Hz),1 .91 (3H,s>2.25(3H,sX3.34(4 

H,t,J=4.8H2),3-79(4H.t,J=4-8Hz),3.87(2Ks)A26 
(2H,q,J=7.2HzX4.61 (2H,sX6.62(1 H.d,J=8.4HzX7. 
71-7.22(2H,m) 


or -2-5 


a-2 




Me 


O 


H,H 


Me 


112- 
113 


1.99(3H.s)2.27(3H.s),3.37(4H,t,J=4.8HzX3.78- 
3.81(4H,mX4.60(2H,sX4.93(2H.sX6.65(1H,dJ=8. 
7Hz),6.76(l H,dd,J=8.7»3.0Hz),6.83(l H,dJ=3.0Hz 

) 


Of -2-6 






Me 


S 


H.H 


Et 


oil 


1 .28(3H.t J=7.2Hz),2.1 9(3H,s),2.24(3H,s).4-01(2 
H,s).4.25(2H.q,J=7.2HzX4.61(2H,s)6.61(lHd,J= 
8.7HzX7.1 8(1 H,dd,J=8.4,2.4Hz) ,7.22(1 H,J=2.4H 

2)J.46(2H,d.J=8.4HzX7.63(2H,d,J=8.4Hz) 


Of -2-7 


a-2 




a 


S 


H,H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.22(3H,s),3.93(3H,s),4.25(2 
H,q.J=7.2H2X4.61(2Hs)6.58(lHd,J=9.0Hz)J.12 
-7.14(2H,m),7.26-7.32(5Hm),7.42-7.45(4H,m) 


Of -2-8 


a-2 






S 


H,H 


Et 


oil 


1 .29(3H,t, J=7.2H2),2.21 (3H,s).3.93(3H.sX4.25(2 
H.q,J=7.2HzX4.61(2H,s)6.57(1Hd,J=8.1HzX7.07 

-7.12(2Km),X29- 
7.46(6H,mX7.70(2H,d,J=8.1 Hz) 


a -2-9 


a-2 




Me 


s 


H,Et 


Et 


oil 


1-07(3H,t,J=7.5HzXl.28(3H,t,J=7.2Hz),1.98- 
2.1 7(2H,mX 2.21(3Ks),2.26(3Hs).4.03(1 Hdd, 
J=8.4J.5Hz),4.24(2H,q,J=7.2HzX4.60(2H,sX6.57 

(lH,d,J=8.1HzX7.09- 

7.14(2H,mX7-74(2H,dJ=8.4H2),7.81(2H.d.J=8.4 
Hz) 


Of -2-10 


a-2 




Me 


s 


H, 
4-F- 
C6H4 


Et 


oil 


1.28(3H.t.J=7.2Hz),^09(3H,s).Z20(3H.s),4.22(2 
H,q. J=7.2HzX4.60(2H.sX5.28(1 H,sX6.55(l H.d, J= 
8.4Hz), 6.95-7.03(2H,m),7.06-7-l 4(2H,m) J.32- 
7.38(2H.mX7.73(2adJ=8.4Hz)7.80(2H,d,J=8,4 
Hz) 



[0 2 0 4] 



miE# 2004-3122689 



#fl 2004-121635 



^-v: 104/ 



6] 



No 




R1 


R2 


XI 


R3,R4 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a -2-11 


Of -2 






s 


H,H 


Et 


oil 


1.28(3H,t,J=7.2H2),2.23(3H,s),4.l 1 (2H,s),4.24( 
2Kq,J=7.2HzX4.61(2H,s)A66(2KsX6,60(1H,d, 
J=8.4Hz),7.1 5(1 H,dd,J=8.4,2.4Hz).7.22(1 Kd, J= 
2.4Hz),7.77(2H,d,J=8.1Hz),796(2H,d,J=8.1Hz) 


Of -2-1 2 


ff-2 






s 


H.H 


Et 


oil 


1 29(3H t J=6 QHt) 2 23f3H 3 a2f2H •s'i 4 inC 
2H.s),4.25(2Kq, J=6.9Hz) A61(2H,s),6.60(1 H,d, 
J=8.4H2),7.11- 

7.73(7H,m).7.68(2H.d.J=8.1Hz),7.76(2H,d,J=8.1 
Hz) 


Of -2-1 3 


Of -2 






s 


H.H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.23(3H.sX3.96(2H,s),4.25( 
2H,q, J=7.2Hz),4.60(2H,s),6.59(1 H,d, J=:8.1 Hz),?. 
07- 

7.2a(7H,m)J.70(2H,d,J=9.Hz).8.22(2H.d,J=9.0 
Hz) 


a-2-14 


a -2 


Me 


1 


s 


H.H 


Et 


53-54 


1.29(3H,tJ=7.2Hz),2.24(3H,sX2.44(3H,s),3.92( 
2H,s),4.26(2H,q,J=7.2Hz).4.61(2H.sX6.61 (1 H,d, 
J=8.4HzX7.1 7(1 H,dd,J=8.4,2.4HzX7.1 9(1 H,d, J= 

2.4Hz) 


Of -2-1 5 


a'-2 






s 


H.H 


Et 


oil 


1.29(3H,tJ=7.2Hz).2.25(3H,s),2.92- 
2.99(4H,m),3.79(2H,s),4.26(2H,q,J=7.2Hz),4.61( 
2H,s).6.6 1 (1 Hd, J=8-4HzX7.09- 
7.26(7H,m),7.70(4H,s) 


a -2-1 6 


a -3 




OHC- 


s 


H.H 


tBu 


oil 


1.47(9Hs),2.24(3H,sX4.28(2H,s),4.51(2H,sX6.6 
0(1Kd.J=8.4HzX7.18- 

7.24(2Km)J.84(2H,d,J=8.7Hz),8.03(2H,d,J=8.7 
HzXl0.10(1H,d,J=0.6Hz) 



[0 2 0 5] 



ffiiE# 2004-3122689 



#il 2004-121635 



: 105/ 



mi 7] 

V-V ^ 



No i 




R1 R2 > 


(1 R3,R4 ' 


R9 R^° 


IP 


NMR(CDC13 or DMSO-d6) 




a-2 


Me 


S H.H 


0 

Me 

■^0 COOEt 


il 1 
c 

y 
\ 


.23(3H.t,J=7.2Hz).1 .66(3H,d.J=6n 
)Hz).2.22(3H.s).4.02(2H,s).4.20(2 
iq.J=7.7Hz).4.71 (1 H.q.J=6.9Hz).6 
79(2H,cl.J=9.0Hz).7.33(2H.d.J=9.0 
Hz).7.74(2H.d. J=8.1 Hz).7.82(2H.d, 
J=8.1Hz) 


a -2-1 8 


Of -2 


Me 


S H.H 


Et 


>ii 


J .06(3H.t J=7.2Hz),1 .23(3H,t,J=7. 

^ Hz) 1 d 3~ 1 
2.02(2km),2.22(3H,s),4.03(2H,s),4 

16- 

4 23(2H,m).4.51(1H.U=6.3Hz).6.8 
0(2H,d,J=9.0Hz)J.32(2H,d,J=9.0H 
zXS.l 3(2H.d.J=8.4Hz).7.82(2H,d,J 
=8.4Hz) 


a -2-1 9 


Of -2 


Me 


S H,H 


'^O^'^'^COOEt 


oil 


0.97(3H.t J=7.2Hz),l .23(3H,t J=7. 

2Hz),1 .48-1 .57(2H.mXl.86- 

1.96(2H.m).2.22(3H,s).4.02(2H.s).4 

.19(2H,aJ=7.2Hz).4.54- 

4 58(1 H.mX6.79(2H.d,J=9.0Hz).7.3 

2(2H.d.J=9.0Hz),7.74(2H,d.J=8,l H 

z).7.81(2H,d,J=8.1Hz) 


a -2-20 


a -2 


Me 


S H,nPr 


^Ox^COOEt 


oil 


0.90(3H.t,J=7.2HzX1 .27(3H,t,J=7. 

2Hz) 1 55— 1 
1 .62(2kmX2.22(3H.sX2.59(2H.t, J 
=7.5HzX4.02(2H.sX4.24(2H.q,J=7. 
2HzX4.61 (2H.sX6.62{1 H.d,J=8.1 H 
zX7.17- 

7.22(2H.mX7.74(2H,d,J=8.3HzX7.8 
1(2H.d.J=8.3Hz) J 


a -2-2 


1 a-2 




- S H,H 




55-57 


1 .29(3H.t, J=7.2HzX2.24(3H.sX4.0 
2(2H,sX4.25(2H,q. J=7.2HzX4.61 (2 

H.SX6.61 (1 Kd,J=8.4HzX7.1 9- 
7.26(2H.mX7.48(2H,d.J=9.0Hz).7.9 

8(2H,d,J=9.0Hz) | 


a-2-2 


2 a-2 


F3C 3 


r S H.H 

1 


^O^COOEt 




1 .30(3H,t,J=7.2Hz).2.25(3H,sX4.0 
4(2H.sX4.25(2H.a J=7,2HzX4.61 (2 
H,sX6.62(1 H.d,J=8.4HzX7.1 9- 
7.23(2H,mX7.77(2H.d.J=9.0HzX8.1 

6(2H.d.J=9.0Hz) 



10 2 0 61 



{±iiE# 2004-3122689 



#SI 2004-121635 



^-v: 106/ 



[^7 8] 



^COOR 



17 



No 



R1 



R2 



Of -3-1 



a -3-2 



or -3-3 



Of -3-4 



Of -3-5 



Of -3-7 



a -3 



Of -3 



Me 



Me 



i7 



XI R3.R4 R17 



oil 



S H.H Et 



XT 



a -3 



FoC 



FgC 



.XT 



FaC 



""XT 



a -3 



or -3 



FaCO' 



105-107 



O H,H Me 



S H.H Et 



S H,H Et 



S H,H Et 



NMR(CDCI3 or DMSO-d6) 



1.30(3H.t.J=7,2H2).2.21(3H.s;.^.4U(.i5M. 

s).3.98(2H,s).4.26(2H.q.J=7.2Hz),4.61(2 

H.s).6.56(1 H.d.J=8.4Hz).7.06- 

7.1 2(2H.m).7.41 (2H.d.J=8.1 H2).7.68(2H 

,d.J=8.1Hz) 



■2 25(3H.s).2.48(3H.s).3.78WH.s;.4.D»U 

H.s),5.01(2H.s),6.61- 
6.72(3H,m).7.50(2H.d.J=8.4Hz).7.68(2H 

,d.J=8.4H2) 



oil 1 28(3H.t.J=7.2Hz).2.21 C3H,s;.3.94UM. 

s),4.25(2H.q,J=7.2H2).4.61(2H.s).6.57(1 
H d J=8.4Hz),6.90(l H.d.J=9.0Hz).7.07-" 
7'l2(2H,m).7.43(3H.m).7.56(2H.s)J.72( 
2H.d,J=8.4Hz) 



oil . 1 .29(3H,t.J=7.2Hz).2.21(3as).3.95C2H. 

s)A25(2aq.J=7.2Hz).4.6l(2H.s).6.58(1 
H.d. J=9.0Hz),7.09(2Km).7.51 - 



FaC 



a -3 



Ph 



a -3-8 



a-3-9 



Of -3-1 C 



a -3 



a -3 



FgC 



XT 



ff-3 



F3Q 



S H.H Et 



S H.H Et 



oil 



H.H 



Et 



H.H 



H.H 



oil 



Et 



oil 



Et 



oil 1 .28(3H.tJ=7.2Hz).2.1 9(3H.s;.4 l JUH. 

s) 4 24(2H.aJ=7.2Hz).4.56(2H.sX6.58(l 
H.d. J=8.4Hz).7.23(3H,m).7.41 - 
7.42(2H.m).7.52- 
7.55(2H.m).7.77(2H,d.J=9,0Hz), 
a 30C2H.d.J=9.0Hz) 



oil Mi9(3H.tJ=7.2Hz).2.23(3H.s).3.83(2H 
s).4.12(2H.s),4.25<2Kq).4.61(2H.s).6.59 
(1 H.d, J=8.4Hz).7.09-7.1 4(6H.ni).7.7 1 " 
17.72(4H.m) 



lRf=0.34 (EtOAc:Hexane=1:3 



1.29(3H. t. J=7.2 Hz), 2.22C3H. s;. 
3 83(2H. s). 4.15(2H. s), 4.25(2H. q, 
J=7,2 Hz), 4.61(2H. s). 6.59(1 H. d. 
J=7.8Hz). 7.09-7.1 2(2H, m). 7.23(2H. 
d. J=8.lHzX 7.55(2K d. J=8.lHz). 
7.71(4H. s) 



1 29(3H.t.J=6.9Hz).2.23(3H.s),3.84(2H. 
s) 4 1 5(2H.s).4.25(2H.q.J=7.2Hz).4.61(2 
H.s).6.60(1 H.d.J=8.1 Hz).6.99- 
7.14(5H.m),7.29-7.35(1H.m).7.70- 

7.71(4H,m) 



1 29(3H.t.J=7.2Hz).2.23(3H.s).3.83(2H. 

s).4.14(2H,s).4.25(2H.q.J=7,2Hz).4.6t(2 

H.'s).6.60(1 H.d. J=8.4Hz),7,09- 

7 1 3(2H,m).7.29-7.53(4H.in).7.7 1 (4H.s) 



[0 2 0 7] 



miE#2 004-3122689 



11 2004-121635 



107/ 



m7 9] 




No 




R2 


XI 




mp 


NMR(CDCI3 or DMSO-d6) 


or -4-1 


a -4 


nBuNHCH2- 


5 


OCH2QOOtBu 




0.93(3h.tJ=7.5Hz).1.33- 
1.60(1 3H,m).2.24(3H,s), 2.69 
(2H.t.J=6.9Hz). 

3.73(2H.s),4.1 2(2H.s).4.50(2H.s). 6.59 
(1 Hd.J=8,4Hz),7.1 5(1 H.dd.J=8.4.2.1 Hz). 
7.21(1 H. d. J=2.lHz).7.74(2H.d.J=8.1Hz). 
8.04 (2H.d, J=8.1Hz) 


or -4-2 


a -4 




S 


OCH2COOEt 




1.29(3H,tJ-7.2HzX2.25(3H,s).2.44(4H.m),3. 

4.1 9(2H.q.J=7.2Hz).4.1 9(2H.s).4.25(2H. q. 
J=7.2 Hz).4.61(2H,s).6.61 (1 H.d.J=8.4Hz). 
7.1 8(1 H, dd, J=8.4,2.1HzX7.22(1H.m). 
7.75(2H.d. J=8.4Hz). 7.96(2H.d.J=8,4Hz) 


or -5-1 


<y-5 


-CH20Me 


S 


OCH2COOH 


105-107 


2.24(3H.s). 3,43(3H,s),4.1 2(2H.s). 
4.46(2H.s),4.66 (2H.s). 6.65(1 H.d. 
J=8.5Hz),7.18-7.24(2H.m).7.76(2H. 

t\ 1— ftlM?*) 7 ftAf9l-lrI.I=:S7H7) 
u,v— o. / nz^, / .ooVfcn,o,vr— o. / n^j 


a -6-3-1 


fif-6 


Me 


CH20O 


OCH2COOMe 


133-134 


2.26(3H.s).2.33(3Hs).3.08(2H.1;J==7.5Hz).3. 

50(2H.tJ=7.5Hz),6,72(1H.d.J=9.0Hz)).7.72- 

7.87(6H.m). 


a -6-4-1 


or -6 


Me 


CH2CO 


OCH2COOH 


191-194 


2.27(3H.s).2.34(3H.s),3.08(2H,t.J=7.2HzX3. 
50(2H.t.J=7.2Hz).4.72(2H.sX6.77(lH.d.J=9. 
0Hz).7.73-7.88(6H.mX 


af-7-2-1 


or -7 


Me 


S 


CH2C(=NH)NHOH 




MS m/e 452 (MH+) 


a -7-2-2 


Of -7 


Me 


O 


CH2CC=NH)NHOH 


152-154 


2.32<6H,sX3.42(2H.s),5.17(2H.s).6.8- 
6.90(2H.mX7,1 4(1 H.d, J=7.8HzX7.75(2H.d.J 
=8.1 HzX7.84(2H.d.J=8.1 Hz) 
MS m/e 420 (MH+) 


or -7-3-1 




Me 


s 




203- 
204.5 


2.29(3H.s),2.31 (3Ks). 
a83(2H,sX4.a6(2H.s)7.11-7.22(3H.m). 
7.76(2H,d,J=8.6Hz).7.82 (2H. d.J=8.6 Hz) 


or -7-3-2 


a-1 


Me 


O 




190-192 


2,33(6H.sX3.80(2H,s).5.18(2H.s).6.86(2H.m) 
,7.1 5(1 H,d,J=8.1 Hz),7.77(2H,d,J=8.7Hz).7.8 

7(2H.d.J=8.7Hz) 


ff -7-3-3 


Qf-7 


Me 


S 




156.5- 
158.5 


2.18(3H,s),2.28(3H.sX4.01(2Ks).4.97(2KsX 
6.75(1 H,d.J=8.4HzX7.1 9- 
7.21(2H.m).7.74(2H.d.J=8.4HzX7.80(2H.d,J 
=8.4HzX9.93(1 H.br) 


a-7-3-4 


Of -7 


Me 


O 




163-165 


2.24(3H.s).2.32(3H.s).4.96(2H.s).5.14(2H.s). 
6.80- 

6.88(3H.m).7.75(2H,d.J=8.6HzX7.84(2H.d,J 
=8.6Hz) 


ff-7-4-1 


a -7 


Me 


0 




166.5- 
168.5 


2.32(3H.s). 2.34(3H.s). 
3.68(2H.s)A1 8(2H,s).5.1 9(2H.s).6.87- 
6.90(2H. m).7.12(1H,d. J=8.1HzX 7.24 
(1H.br),7.75(2H.d.J=8.4HzX 7.85(2H, d. 
J=8.4Hz) 



[0 2 0 8] 



miE# 2004-3122689 



#112 004-121635 : 108/ 



[*8 01 




No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


«-8-1 


a -8 




Me 


o 


HH 


H 


H 


H 


H 


DPM 




2.32(3H,s), 5.23(2H.s). 
6.45(1 H,d,J=15.9Hz;, 7.01 (1 H,s), 
7.05(2H.d .J=9.0Hz), 7.20-7.40(1 OH.m), 
7.51 (2H,d,J=8.7Hz). 7.71 (1 Hd.J=1 5.9Hz). 
7.75(2Hd.J=a7Hz), 7.84(2Hd,J=8.7Hz) 


Of -8-2 


Of -8 




Me 


o 


H.H 


OMe 


H 


H 


H 


DPM 




2.34(3H.S).3.01 (3Ks).5.20(2H.s). 

6.45(1 Hd.J=15.9Hz). 7.00- 

7.41 (t 3Km),7.02(1 H.s), 

7.69(1 Hd.J=1 5.9Hz). 7,74(2Kd.J=B.7Hz), 

7.83(2H.d,J=8.7Hz) 


Of -8-3 


Of -8 




C02Me 


o 


KH 


H 


H 


H 


H 


DPM 




3.81 (3H.s).5.41 (2H,s).6.46(1 Kd.J=1 6.2Hz 
).7.02- 

7.42(1 4H,m), 7.52(1 H,d.J=8.7Hz).7.72(l H, 
d,J=16.2HzX7.78(2H.d,J=8.4Hz),8.09(2K 
d,J=8.4Hz) 


Of -8-4 


Of -8 




OCH2CF 
3 


o 


HH 


H 


H 


H 


H 


Me 




4.44(2Hq.J==7.8Hz). 5.27(2H.sX 

6.47(1 H,d,J=16.2Hz), 

7.01 (1 H,s)7.04(2H,d,J=8.7HzX 7.24- 

7.44(1 0Hm),7.53(2H,d,J=9Hz). 

7.71(1 H,d,J=15.9HzX 

7.77(2H.d,J=8.4HzX8.03(2Kd,J=8.4Hz) 


a -8-5 


Of -8 




CH20C 
H3 


o 


HH 


H 


H 


H 


H 


DPM 




3.42(3H,sX4.50(2Ks).5.29(2H,s).6.46(lH 
d, J=1 6.2HzX7.01 -7.06(2H.ni),7.26- 
7.41 (1 2Hm},7.52C1 H,d,J-8.7Hz;,7.71 u H 
d,J=16.2HzX7.78(2Hd,J=8.4HzX7.93(2H 
d,J=8.4Hz), 


or -8-6 


a -8 




H 


o 


H, 
4-F- 
C6H4 


H 


H 


H 


H 


DPM 




6.40(1 H,d.J=l 5.9Hz),6.51 (1 Hs).6.62(1 Ks 

X7.00-7.13(5Hm),7.28- 

7.39C1 OH,m;,7.4o— 

7.56(4H,mX7.67(l H.d,J=l 5.9HzX7.70(2H 
d,J=8.7Hz),7.85(2H,d,J=a.7Hz) 


a -8-7 


a-S 




C02Me 


o 


HH 


H 


Me 


H 


H 


tBu 




1 .54(9H,SX^43(3H.SX3.81 (3HSX5.38(2H 
,sX6.22(l H.d.J=15.9Hz).6.83- 
6.91 (2H,mX7.54(1 H,d.J=9.3HzX7.78(2Hd, 
J=8.1 Hz).7.83(1 H.d,J=1 5.9HzX8.09(2H,d, 

J=8.1Hz) 


Of -8-8 


Of -8 




CH20C 
H3 


0 


HH 


H 


Me 


H 


H 


Me 




2.44(3H,SX3.42(3HS),3.a0(3HS),4.50(2H 
,sX5.27(2H.s).6.28(l Hd.J=l 5.9HzX6.85- 
6.93(2H.mX7.53(lHd,J=8.4HzX7.74(2H,d. 
J=8.7HzX7.92(2H.d,J=1 5.9HzX7.93(1 Hd. 
J=8.7Hz) 


or -8-9 


Of -8 




H 


o 


H. 
4-F- 
C6H4 


H 


Me 


H 


H 


Me 




2.40(3H,SX3.79(3H,S).6.25(1 Hd,J=l 5.6H 
zX6.50(1 H,SX6.62(1 H,S).6.83- 
6.90(2H,mX7.06-7.1 5(2KmX7.46- 
7.56(3H.m).7.70(2H,d.J=8.4HzX7.83- 
7.92(3H.m) 



[0 2 0 9] 



ffliE# 2004-3122689 



#fS 2004-121635 



^-v : 109/ 



ms 11 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a -8-1 0 


a -8 




ivie 


u 


n,n 


H 


Vie 


H 


H 


Me 




2.32(3H,S),2.44(3H,S),3.80(3KS),5.21(2H 
s).6.2a(1 Kd.J=1 5.9H2),6.84- 
6.92(2H.m).7.54(1H.d.J=8.4Hz)7.75(2Kd. 

j=8.4H2),7.84(2Kd.J=8.4Hz),7.91(1Kd,J 
=15.9H2) 


a -8-11 


a -8 




CH20Et 


0 


KH 


OMe 


H 


H 


H 


Me 




1.26(3H.t,J=6.9Hz).3.58(2H,q,J=6.9Hz).3. 
90(3H,s).4.60(2H,s),5.35(2Ks),6.45(lKd. 
J=1 5.9Hz).7.02(1 H,s),7.06- 
7.13(3Km).7.27- 

7.42(1 0Km),7.69(1 Kd,J=1 5.9Hz).7.77(2 
H.d,J=8.4Hz),7.94(1 H,d,J=8.1 Hz) 


a -8-1 2 


or -8 


XX 


CH20Et 


0 


KH 


H 


Me 


H 


H 


Me 




1.23(3KtJ=6.9Hz),2.44(3H,s).3.58(2H.q, 

J=:6.9H2).3.80(3Ks),4.54(2H,s).5.27(2Ks 

).6.28(1 H.d.J=l 5.9H2).6.87- 

6.91 (2H,m).7.54(1 H,d.J=8.1 Hz),7.77(2H.d. 

J=e.4H2).7,92(1 Kd. J=1 5.9Hz).7.93(2H.d. 

J=8.41Hz) 


q:-9-1 


a -9 


XT 


CH20C 
H3 


s 


KH 


H 


H 


H 


H 


Me 




3.44(3H,s),3.B0(3H,s).4.2g(2H,s).4.51(2H. 

s).a40(1 Hd,J=1 5.9Hz).7.40- 

7 47f 4H m) 7 63f 1 H d J=1 5 9Hz) 7 76(2H 

dJ=8.4H2).7.85(2H,d,J=8.4Hz) 


a -9-2 


a -9 




Me 


s 


KH 


OCF 
3 


H 


H 


H 


Me 




2.31(3Ks),3.81(3H.s).4.1 l(2H.s).6.41(l K 
d,J=15.9Hz).7.34- 

7.60(4H.m).7.74(2H.d,J=8.4Hz).7.81(2Kd. 

J=8 4H2) 


Of -9-3 


a -9 




H 


s 


H. 
4-F- 
C6H4 


H 


Me 


H 


H 


Me 




2.35(3KS).3.80(3H.S),5.68(1 KS),6.31 (1 H 
,d,J=15.9Hz).6.70(1H.S),7.0l~ 
7.10(2Km),7.1 2-7.1 8(2Km),7.39- 
7.48(3H,m).7.71(2H.d.J=a.4H2),7.86(2Kd. 
. l-A dUy")! flBf 1 H d J=:1 5 9Hz) 


a -9-4 


a -9 




Me 


s 


KH 


H 


Me 


H 


H 


Me 




2.29(3H,S),2.41 (3H.S).3.81 (3KS),4.1 9(2H 
,s),6.33(1 Kd,J=1 5.9H2).7.22- 
7.28(2H,m).7.49(l Kd.J=aOHz).7.74(1 Hd 
j=a.4Hz),7.82(2Kd,J=8.4Hz).7.90(2Kd.J 
=15.9H2) 


a; -9-5 


a -9 




CH20M 
e 


s 


KH 


H 


Me 


H 


H 


Me 




2.41 (3H,S),3.44(3H.S).3.81 (3Ks).4.28(2H 
.s).4.50(2H,s).6.33(1 H,d.J=1 5.9Hz),7.24- 
7.26(2KmX7.49(1 H.d,J=9.0Hz),7.76(2Hd, 
J=9.0Hz).7!86(2Kd.J=9.0Hz).7.90(1H.d.J 
=15.9Hz) 


Of -9-6 


a -9 


F3cXJ 


H 


s 


H, 
4-F- 
C6H4 


H 


H 


H 


H 


Me 




3.79(3H.s).6.38(2H.d.J=1 6.2Hz).a69(1 Ks 
).7.02-7.08(2Km).7.31- 
7.40(6H.m),7.60(l Kd.J=1 6.2Hz)7.71 (2H. 

d.J=8.4Hz),7.86(2H,d,J=8.4Hz) 


a -9-7 


a -9 




Me 


s 


KH 


F 


H 


H 


H 


Me 




2.31 (3Ks).3.81 (3Ks),4. 1 9(2Ks),6.41 (1 H, 
d.J=15.9Hz).7.22-7,27(2Km).7.45- 
7.50(1 Km),7.59(1 H.d.J=1 5.9H2).7.75(2H, 
d.J=8.4Hz),7.B2(2Kd.J=8.4Hz) 


a -9-8 


a -9 




Me 


s 


H.H 


OMe 


H 


H 


H 


Me 




2.28(3H,sX3.73(3H.s),3.87(3H,s),4.35(2H. 
s).6.71 (1 H,d,J=l 5.9H2).7.29- 
7.47(3Km).7.63(1 H.d.J=l 5.9Hz),7.88- 
7.97(4Kfn) 



[0 2 10] 



tBSE# 2004-3122689 



mi 2004-121635 



^-v: 110/ 



[^8 2] 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a -9-9 


a -9 


...^ 


CF3 


S 


H,H 


H 


Me 


H 


H 


Me 




2.41 (3H.S).3.80(3H.s)A27<2Ks).6.34(1 H. 
cl,J=15.9Hz).7.25-7.28(2H.nn),7.48- 
7.51 (1 H,d.J=8.7H2).7.78(2H,d,J=8.4Hz),7. 
85(2Hd.J=8.4H2).7.90(1 Kd,J=1 5.9H2) 


a -9-10 


or -9 




CH20Et 


S 


H.H 


H 


Me 


H 


H 


Me 




1.27(3H,t,J=6.9H2),2.41(3KS),3.60(2H.q. 
J=6.9Hz).3.80(3Ks).4.28(2Ks).4.55(2Ks 
),6.33(1 H.d. J=1 5.6H2),7.23- 
7.26(2H.mX7.47- 

7.50(1 Km).7.75(2Kd.J=8.4H2),7.86(2Kd. 
J=8.4H2X7.90(1 Kd.J=1 5.6H2) 


a -9-11 


Of -9 




Me 


s 


H.H 


H 


O 
Me 


H 


H 


Me 




2.30(3KS).3.79(3Hs).3.89(3H.s).4.21(2H, 
s).6.49(1 H,d. J=1 6.2Hz).6.95- 
6.99(2Km),7.41 (1 Kd,J=a.4H2).7.74(2Kd. 
J=8.7H2).7.82(2Kd.J=8.7Hz),7.90(1Kd,J 
=16.2Hz) 


(X !? 1 It 






Me 


s 


H.H 


OEt 


H 


H 


H 


Me 




1 .50(3H,t J=7.2HzX2.31 (3KsX3.B1 (3H.s). 
4.1 5(3H.q.J=7,2HzX4.1 9(2Ks).6.39(1 H.d. 
J=1 5.9Hz).6.97(1 H.d,J=1 .2H2)J.0a(1 H.d 
d.J=:1 .2H2,9.0Hz).7.42Cl Hd,J=9.0H2).7.6 
2(1 H,d.J=1 5.9Hz).7.73(2H.d.J=8.4Hz).7.8 
1(2H.d.J=8.4Hz) 


a -9-1 3 


o:-9 




Me 


s 


KH 


OMe 


H 


Br 


H 


Me 




2.35(3H.s).3.81(3H.s).3.92(3Ks).4.11(2H. 
s).6.41 (1 Kd. J=1 5.9Hz).6.93(1 Kd,J=1 .5H 
z).7.36(1 Kd.J=1 .5HzX7.54(1 Kd,J=1 5.9H 
2),7.73(2H,d.J=8.4H2).7.79(2H.d.J=8.4H2) 


or -9-1 4 


a -9 




Me 


s 


H.H 


H 


O 
Me 


H 


0 
Me 


Me 




2.31(3H.S),3.78(3KsX3.88(6H.s)A23(2K 
s). 6.62(2H.s).6.a2(1 Kd,J=l 6.2Hz). 
7.74(2H,d.J=8.4Hz). 

/ .ol\.dn,0,\J~o.HriZjfO.\JH\l n.a.J— J D.iiriz;, 


or -9-1 5 


a -9 




Me 


s 


KH 


OEt 


H 


Br 


H 


Me 




1.52(3Kt,J=7.2Hz).2.35(3KsX3.09(3H,s). 
4.1 5(2H.s).4.1 4(2H,q,J=7.2HzX6.39(1 H,d, 
J=l 6.2HzX6.92(1 H,d.J=l .8HzX7.33(l H,d, 
J=1 .8H2X7.52(1 Hd.J=1 5.9HzX7.73(2H.d. 
J— o.4nZ/, /. /a\J£Ti,a,xJ—oMriz) 


a -9-1 6 


«-9 




Me 


s 


KH 


Br 


H 


Br 


H 


Me 




2.34(3H,SX3.81 (3H,sX4.1 6(2H.sX6.42(1 K 
d.J=1 5.9HzX7.48(1 H,d,J=1 5.9HzX7.72- 
7.76(4KmX7.80(2H.d.J=8.7H2) 


^ — 9— 1 7 


a— 9 




H 


s 


KH 


H 


Me 


H 


H 


Me 




2.39(3Ks),3.80(3KSX4,l 9(2H,sX6.3a(1 H. 
d. J=1 5.9HzX6.52(1 H,sX7.1 7- 
7.20(2KmX7.40- 

7.45(3H,mX7.67(2H,d.J=8.4Hz)7.89(1H.d, 

J:^1 5.9H2) 


or -9-1 8 


or -9 




H 


s 


KH 


OMe 


H 


H 


H 


Me 




3.80(3H,s),3.93(3H,SX4.1 8(2KsX6.39(l H. 
d.J=1 5.9HzX6.54(1 KsX7.07(1 Kdd,J=7.8, 
1 .5H2X7.32(1 Kd,J=8.1 H2).7.40- 
7.43(2KmX7.62(1 H.d,J=1 5.9HzX7.64- 
7.67(2Km) 


Of -9-1 9 


or -9 




H 


s 


KH 


H 


Me 


H 


H 


Me 




2.40(3KsX3.80(3KsX4.21 (2Ks).6.32(l H. 
d.J=15.9HzX6.63(1KsX7.ia- 
7.20(2KmX7.47(1 Kd,J=8.7H2X7.71 (2Kd. 
J=:8.4HzX7.87(2H,d.J=8.4Hz).7.89(1Kd.J 
=15.9Hz) 



[0 2 11] 



miE# 2004-3122689 



#® 2004-121635 



^~-J : 111/ 



[«8 3] 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a -9-20 


a -9 




H 


s 


HH 


OMe 


H 


H 


H 


Me 




3,80C3H.s).3.93(3Hs).4.20(2Hs).6.39(lH 
d. J=1 5.9HzX6.64(l Hs).6.97(1 Hd. J=1 .5H 

2).7.07(lHdd,J=1.5Hz,8.lHz),7.32(1Hd,J 
=8.1 Hz),7.62(1 H,d.J=1 5.9Hz),7,30(2Hd,J 
=8.1 Hz).7.84(2Hd,J=8.1 Hz) 


Of -9-21 


a -9 




CH20Et 


s 


HH 


OMe 


H 


H 


H 


Me 




1 .27(3H,t. J=7.2Hz),3.61 (2Kq,J=7.2HzX3. 
8 1 (3Hs).3.93(3Ks).4.27C2Ks).4.57(2Ks). 
6.40(1 H.d.J=l5.9Hz).6.98(lHd,J=1.5HzX 
7.09(1 Hdd. J=7.8,1 .5Hz),7.43(1 H.d, J=7,8 
Hz),7.63Cl Hd,J=1 5.9Hz).7.75(2H.d,J=8.1 
H2).7.86ClHd.J=8.1Hz) 


Of -9-22 


a -9 




Me 


s 


HH 


OMe 


H 


H 


Me 


Me 




2.30(3H,s),2.36(3H.s).3.a2(3H,s).3.90(3H 
s).4.1 7(2Hs).6.34(1 H.d. J=1 5.9Hz).7.00(1 
H,s). 7.25(1 H.s),7.72-7.93C5Hm) 


a -9-23 


a -9 


..or- 


CH20M 
e 


s 


H.H 


OMe 


H 


H 


H 


Me 




3.44(3H.s).3.81(3Hs),3.93(3H,s),4.26(2H 
sX4.52(2H.s).6.41 (1 H.d.J=1 6.4H2),6.98(1 
Hd, J=1 .8H2),7.09(1 Hdd. J=1 .8Hz.8.1 Hz). 

7 4aM M rl . |-R 1 Mt-^ 7 fi'^fi W M 1—1 *^ QUt?^ 
/ .*Toy, I n,a,u— D. 1 nz/, / .oo^^ i ri,a,o— i o.iyriz^, 

7.75(2H,d.J=8.7Hz).7.a6(2H.d,J=8.7Hz) 


Of -9-24 


a -9 




Me 


s 


HH 


CI 


H 


H 


H 


Me 




2.32(3Hs).3.8l (3Hs).4.23(2H.sX6.40(1 H. 
d. J=1 e.8Hz).7.37-7.41 (1 H.m).7.52- 

J=8.4Hz) 


a -10-2 
-2 


Q£-10 




Me 


s 


HH 


H 


H 


H 


H 


Me 




2.29(3Hs).3.80(3H.s).4.1 9(2H.sX6.40(l H, 
d,J=1 5.9Hz),7.40-7.84(9H,m) 


a-10-2 
-1 


or-IO 




Me 


0 


HH 


F 


H 


H 


H 


Me 




2.36(3H,s),3.00(3H.s).&31 (2Hs), 
6.31(1 Hd.J=15.9Hz).7.10- 
7.34(3Hm).7.59(1 H,d j=l 5.9HzX7.76(2H.d 
.J=8.1 H2).7.84(2Hd.J=8.1 Hz) 


a -10-2 

-3 


of-lO 




Me 


o 


HH 


F 


H 


F 


H 


Me 




2.41 (3H.s).3.81 (3Hs).5.32(2H.s),6.34(1 H, 
d.J=1 5.9H2).7.083C2Hd j=a7Hz).7.52(l H, 

d.J=15.9H2).7.76(2Hd.J=8.4Hz).7.86(2H 
d,J=8.4H2) 


a -10-2 
-4 


or-IO 




Me 


s 


HH 


GF3 


H 


H 


H 


Me 




2.31 (3HsX3.81 6(3Hs),4.247(2Hs).6.46 
3(1 Kd,J=:15.9Hz),7.60-7.BO(8H,m) 


a: -10-2 

-5 


a-10 




Me 


s 


HH 


H 


CF 
3 


H 


H 


Me 




2.31 (3Hs).3.82(3Hs).4.22(2H.s).6.39(1 H 
d.J=15.9H2X7.56- 

8.06(4H,m),7.74(2H,d,J=8.7Hz),7.82(2Kd. 
J=B.7Hz) 1 



10 2 12] 



ttiiE# 2004-3122689 



#il 2004-121635 



^-v : 112/ 



[*8 4] 




.COOH 



No 




R1 


R2 


XI 


R3.R4 


mp 


NMR(CDCI3 or DMS0-d6) 


j3-l-3 


p-1 


1-3^ 


Ma 

ivie 


c 

0 


H,H 


129-131 


2.24(3H.s).2.25(3H,s),4.04(2H,s),4.67(2H. 

s),6.65(1 H,d J=8.1 Hz),7.1 8- 
7.23(2H,m)J.74(2H,d,J=8.1Hz),7.82(2H,d 

,J=8.1Hz) 








Me 


U 


rl,rl 


1 ou i 00 


2.28(3H,s),2.31(3H,s)4.62(2H,sX5.13(2H, 
s),6.71 (1 H,d, J=9.O),6.80(1 H,dd,J=9.0,2.7 
Hz),6.87(1 Kd. J=2.7Hz),7,75(2Hd.J=8.1 H 
z).7.84(2H.d,J=8.1Hz) 




;3-1 




Me 


s 


H,H 


134-136 


1 .88(3H,s)2.1 5(3H,s),3.24- 
3.27(4H.m).3.67(4H,tJ=4.8Hz),3.94(2H,s) 
A69(2Hs),6.77(1 H,d,J=8.4H2)7.1 5- 
7.21 (2H.m),1 3.00(1 H,brs) 


^-1-7 






Me 


0 


H,H 


126-127 


1.94(3H,s)2.17(3Ks).3.28- 
3.32(4H,m),3.67- 

3.70(4H,m),4.61(2H,s),4.90(2Ks).6.72- 
6.86(3H,m)1 2.89(1 H.brs) 








Me 


s 


H,H 


157-159 


2.21(3H,s),2.24(3H;s),4.02(2H,s),4.66(2H, 
s),6.65(l H,d, J=8.4Hz).7-20(1 H,dd,J=8.4,2 
.4Hz),7.22(1H,m),746(2H.d.J=9.0Hz).7.63 
(2H,d,J=9.0Hz) 


^-1-9 






(X 


s 


H,H 


131-132 


2.22(3H.s),3.93(3H,s),4.66(2Ks)6.62(1H 

d,J=9.0Hz),7.14-7.16(2H.m).7.27- 

7.33(5H,m)J.42-7.45C4H,m) 


10 








s 


H,H 


131-133 


2.22(3H,s),3.93(3H,s)A67(2H,s)6.62(1H, 
d, J=8.1 Hz).7.10-7.1 4(2H,m),7.30- 
7.47(6H,m).7.70(2H,d,J=8.1 Hz) 


11 


)S-1 




Me 


0 


Me,Me 


115-116 


1.76(6H.s),2.20(3H,s),2.37(3H.s),3.78(3H, 

s),4-56(2H.sX6.49-6.50(2H.mX 

6.67(1 H,m) J.75(2H.dJ=8.1 Hz) J.84(2H,d, 

J=8.1Hz) 



[0 2 131 



miiE# 2004-3122689 



mm 2004-121635 



^-v : 113/ 



No 




R1 


R2 


X1 


R3.R4 


imp 


NMR(CDCI3 or DMS0-d6) 


^-1-12 






Me 


s 


H.Et 


115-117 


1. 07(3H,t,J=7.5Hz),1. 98-2.1 6(2H.mX 
2.20(3H,sX2.29(3H,s),4.04( 1 H,t, J=7.5H2) 
,4.65(2H,s),6.61 (1 H,d,J=8-1 Hz), 7.1 0- 
7.14(2Km), 

7.74(2H,dJ=8.4HzX7.81(2H,d,J=8.4Hz) 


i8-1-13 






Me 


s 


H. 

4-F-C6H4 


110-112 


2.29(3H,s),2.20(3H.s),4.67(2H,s).5.29(1H 
,s).6.59(1H,d,J=8.4H2), 6.96- 
7.15(4H,m)J.32- 

7.37(2H,m)J.73(2H,dJ=8.4H2X7.79(2H,d 
,J=8.4Hz) 


;3-1-14 








s 


H.H 


138-139 


2.23(3H.s) Al 1 (2H,s),4.66(2H,d, J=3.6),3. 
34( 1 H,br.s),6.64( 1 H,d, J=8.4H2), 7. 1 6- 
7.29(2H,m).7.77(2H.d,J=8.4Hz).7.95(2H. 
d,J=8.4Hz) 










s 


H,H 


105-107 


2.24(3H,s),3.43(3H,sX4.12(2H,sX4.46(2H 
,s).4.66(2H.s),6.65(l H,d. J=8.5HzX7.1 8- 
7.24(2H,m).7.76(2Hd.J=8,7Hz).7.88(2H, 
d,J=8.7Hz) 


iff -1-1 6 




.jy 




s 


H,H 


oil 

183-186 
(as HClsalt) 


2 23(3H s) 2 49(4H m) 3 62(2H.s).3.69(4 
H,m) ,4.1 8(2H,sX4.64(2H,sX6.65(1 H.d.J= 
9.0HzX7.18- 

7.21(2H.m)7.74(2H.d.J=7.8H2).790(2H,d 
,J=7.8Hz) 


)8-1-17 


^-1 






s 


H,H 


138-139 


2.23(3H,s),3.83(2H,s)A12(2H,sX4.66(2H 
,sX6.64(1 H.d,J=9.0HzX7.1 1- 
7.16(2H,mX7.24- 

7.31(m,5HX7.08(2H,d.J=8.4Hz)J.76(2H, 
d,J=8,4H2) 


^-1-18 








s 


H,H 


123-124 


2.23(3H,sX3.97(2H,sX467(2H.sX6.63(1H 
.d,J=8.1 HzX7.08-7.26C7H,nn;, 
7.70(2H,d,J=8.4Hz),8.22(2H,d,J=:8.4Hz) 


^-1-19 




Me 


I 


s 


H.H 


126-127 


2.24(3H,s).2.44(3H,s),3.92(2H,s),4.66(2H 
,s),6.64(1 H,d,J=8.1 Hz) J.I 8(2H.dd,J=8.1 , 
1 .8Hz),7.22(2H,d, J=1 .8Hz) 


^-1-20 




Me 




s 


H.H 


oil 


2.21(3H,s),2.40(3H,sX3.98(2H,sX4.66(2H 

,sX6.60(1H.d,J=8.1Hz).7.08- 

7.1 2(2H,m)J.42(2H,d.J=8.1 Hz)J.68(2H, 

d,J=8.1Hz) 


;3-1-21 




Me 




0 


H,H 


153-154 


2.25(3H,s),2.49(3H,s),4.62(2H,sX5.02(2H 
,s),6.65- 

6.73(3H,m),7.50(2H.d,J=8.4Hz),7.68(2H. 
d,J=8.4Hz) 


iff -1-22 








s 


H.H 


136.5-137.5 


2.22(3H,s),3.95(2H,s),467(2H,S).6.62(1 
H,d.J=8.1Hz),7.11- 

7.14(2H,mX7.47(2H,d,J=8.4Hz).7.60(4H, 
s).7.72(2H,d.J=8.4Hz) 


^-1-23 


^-1 






s 


H.H 


128-129.5 


2.22(3H,s),3.95(2H,s),4.67(2H.s),6.62(1H 
,d,J=9.0H2).7.1 3-7.1 5(2H,m).7.50- 
7.74(8H.m) • 



[02 14] 



ffliE# 2004-3122689 



mm. 2004-121635 ^--J : 114/ 



ims 6] 



No 




R1 


R2 


XI 


R3,R4 


mp 


NMR(CDCI3 or DMSO-d6) 


iS-1-24 








S 


H,H 


135-136 


2.23(3H,sX3.84(2H.s),4.12(2H.s).4.67(2H 
,s),6.64(1H.d,J=9.0Hz),7.1 1- 
7.1 4(6H,m).7.71-7.72(4H,m) 


^-1-25 








s 


H.H 


196-197.5 


2-1 9(3H,s),4.1 3(2H,s),4.55(2H,s),6.63(l H 
,d,J=8.4Hz)J.28(2H.m). 7.41- 
7-43(3H,s)J.53(2H,s),7.79(2H,d,J=8.4Hz 
),8.31(2H.d,J=8.4Hz) 










s 


H.H 


137-138 


2.22(3H,s),3.87(2H.s),4.16(2H,sX4.65(2H 
,s),6-63(1 H,d, J=9.0Hz),7.1 4- 
7.21(4H,m),7.34- 

7 56(7H m) 7 70(2H d.J=8.1Hz).7.78(2H. 
d,J=8.1Hz) 


^-1-27 






BuNHCH2- 


s 


H.H 


177-178 


0.84(3h.t, J=7.2Hz),1 .22- 
(2H,t.J=7.2Hz). 

3.72(2H,s),4.27(2H,s),4,63(2H,s), 
6.76(1 H.d,J=8.4HzX7.1 5-7.23(2H,m), 
7.91 (2H,d.J=8,4Hz), 8.08(2H,d, J=8.4Hz) 


^3-1-28 








s 


H.H 


150-152 


2.24(3H,s),2.93- 

2.3CX4H,m),3.79(2H,s),4.67(2H,s),6.65(1 

H,d,J=8.1Hz),7.09- 

7.29(7H,m)J-70(4H.s) 


i3-1~29 








s 


H.H 


141.5-142.5 


2.23(3H,s),3.84(2H,s)A12(2H,s)A67(2H 
,s).6.64(1 H.d.J=9.0Hz).7.1 1 - 
7.13(2H,mX7.24(2H,d,J=8.7Hz),7.56{2H, 
d,J=8.7Hz)J.71(4H,s) 


^-1-30 






FaPC! 


s 


H,H 


130-132 


2.23(3H,s),3.85(2H,s),4.13(2H,s),4.67(2H 

,sX6.64(1 H,d. J=9.6Hz),6-99- 

7.1 5(5H,mX7.30-7.35(1 H.m)J.71 (4H.s) 


j8-1-31 








s 


H.H 


127-128.5 


2.23(3H,s),3.84(2H,s),3.84(2Hs),4.67(2H 

,s).6.63(1H,d.J=8.4Hz),7.1 1- 

7.1 4(2H,m)7.27-7.53(4H,m),7.71 (4H,s) 



[0 2 151 



mSE# 2004-3122689 



mm 2004-121635 



^-i^: 115/ 



[^8 7] 



No 




Rl 


R2 


XI 


R6 




mp 


NMR(CDCI3 or DMS0-d6) 








Me 


S 


H 


Me 


121-122 


1 .65(3H.d. J=6.9Hz).2,24(3H.s) AO 
3(2H,s),4.77(1H.q.J=6.9HzX6.82(2 
H.dJ=9.0Hz),7,34(2H,d,J=9.0Hz),7 
74(2H.d,J=8,4Hz).7.81(2H.d.J=8.4 
Hz) 


^-1-33 






Me 


s 


H 


Et 


116-118 


1.09(3H.t.J=7.5Hz),1.99- 
2.04(2H.m).2.24(3H,s),4.03(2H.s).4 

.se- 
nsed H.in),6.82(2H.dJ=8.7Hz),7.3 
3(2H.d.J=8.7Hz),7.73(2H.d.J=8.5H 
2X7.81(2H.d.J=8.5Hz) 


yS-1-34 






Me 


s 


H 


nPr 


75.5- 
77,5 


0.97(3H.t.J=7.2Hz).1.50- 
1.60(2am).1.91- 

2.00(2H.m).2.24(3H.s).4.03(2H,s).4 

.61- 

4.65(1H.m).6.82(2H.d.J=8.7H2).7.3 
5(2H.d.J=8.7H2).7.73(2H.d.J=8.7H 
z),7.81(2H.d8.7Hz) 


^-1-35 






Me 


s 


nPr 




85-87 


0.89(3H,t.J=7.2HzX1.51- 

1 .63(2H,m).2.24(3as).2.58(2H.t J 

=7.2Hz)A03(2H,s).4.66(2Km).6.7 

0(1H.d.J=8.4Hz)J.17- 

7.24(2H,m),7.74(2Hd,J=8.6Hz).7.8 

1(2H,d,J=8.6Hz) 


i3-1-36 


^-1 




Br 


s 


H 




150-151 


2.24(3H.s).4.03(2H,s)A66(2H.s).6. 
65(1 H.d.J=8.4Hz).7,21-7.26 
(2H.m). 7.47 (2H.d.J=8.7Hz), 
7.97(2H.d.J=8.7Hz) 



[0 2 16] 



tBiE# 2004-3122689 



#11 2004-121635 



^—-j : 116/ 



81 




No 




Rl 


R2 


XI 


R3,R4 


R5 


Re 


R7 


RB 


mp 


NMR(CDC13 or DMSO-do; 








Me 


O 


H.H 


H 


H 


H 


H 


224- 
224.5 


2.35(3H,s). 5.25(2H.sX 
6.32(1 H,d.J=1 5.6Hz). 7.07(2Hd.J=8.7HzX 
7.54(2H,d.J=8.7H2). 7.65(1 Kd.J=1 6.2Hz). 
7.78(2H.d.J=B.4HzX 7.88(2Kd.J=8.4Hz) 


/S-2-2 






Me 


0 


H.H 


OM 
e 


H 


H 


H 


235- 
235.5 


2.38(3H.sX 3.93(3H.s). 5.30(2H.s). 
6.33(1 Hd,J=15.9Hz). 7.01-7.20(3H.m). 
7.64(1 H.d.J=15.9HzX 7.782(2H.d.J=8.4Hz), 
7.87(2H.d,J=8.4Hz) 


)S-2-3 


^-2 




C02Me 


O 


KH 


H 


H 


H 


H 


201-203 


3.83(3H.s),5.43(2H,sX6.33(1 H,d.J=1 5.9Hz), 
7.06(2H.d,J=8.7Hz).7.54(2H.d,J=8.7HzX7-6 
6(1 H,d,J=1 5.9Hz).7.80(2Kd.J=a.7Hz).8.10 
(2H.d,J=8.7Hz) 


^-2-4 




..-or 


Me 


S 


HH 


H 


H 


H 


H 


214.5- 
215.5 


2.31(3H.s), 4.25(2H,s). 7.36-7.52(4Hm). 
7.64(1 Hd. J=1 5,9Hz). 7.77(2H,d, J=8.4Hz). 
7-85(2Kd,J=8.4Hz) 


^-2-5 






OCH2 
CF3 


o 


H.H 


H 


H 


H 


H 




4.86(2Hq.J=9.0HzX 5.45(2Ks), 

6.42(1 Hd.J=1 5.9HzX 7.14(2Hd.J=8.1 HzX 

7.56(1 Hd.J=15.9HzX 

7.69(2H.d,J=8.4HzX 

7.97(2Hd.J=8.4Hz).8.07(2H.d.J=8.4Hz) 


yS-2-6 






Me 


NH 


KH 


H 


H 


H 


H 




2.26(3KSX 4.45(2Kd,J=5.7HzX 

6.1 8(1 Kd,J=1 5.9HzX6.72(2Kd,J=8.4HzX6. 

82-6.90(1 H,mX7.36-7.50(3H,m)» 

7.91 (2H.d,J=8.4HzX 7.96(2Kd,J=8.4Hz) 








CH20 
CH3 


O 


H.H 


H 


H 


H 


H 


215-217 


3.43(3H.s).4.52(2HsX5.03(2HsX6.32(lHd, 
J=15.9H2),7-06(2H,d.J=8.7H2X7,53(2H.d.J 
=8 7H2),7.65(1 H.d,J-1 5.9Hz),7.79(2Hd.J= 
S IhAy) 1 93r2H d J=a 7Hz) 








H 


o 


H, 

4-F-C6H4 


H 


H 


H 


H 


211-213 


5.71 (1 HsX6.38(1 H.d.J=:1 5.9H2X6.76(1 H.sX 

7,02-7.08(2H.m).7.33- 

7.50(6H,m).7.59(l H.d.J=1 5.9HzX7.72(2Kd. 

J=a7HzX7.87(2H.d,J=8.7Hz) 


/e-2-9 






CH20 
CHS 


s 


HH 


H 


H 


H 


H 


182-183 


3,45(3H.s).4.29(2Hs),4.52(2Hs),6.39(1Hd. 
J=16.2HzX7.42(2H,d.J=8.7HzX7.47(2Hd.J 
-8.7HzX7.63(1 H,d.J=1 6.2Hz) J.77(2H.d.J= 

8.lHz).7.87(2Hd,J=8.1Hz) 


ie-2-- 

10 


^-2 




C02Me 


o 


HH 


H 


Me 


H 


H 


195-196 


2.46(3HS).3.82(3H.S).5.40(2Hs),6.30(lHd 
.J=15.6Hz).6.85- 

6.94(2H,mX7.60(lHd.J=8.4Hz),7.78(2Hd,J 
=8.4Hz),8.03(1 H.d.J=l 5.6Hz).a09C2Kd,J= 
8.4Hz) 



[0 2 17] 



miE# 2004-3122689 



mUM. 2004-121635 



: 117/ 



No ' 




R1 


R2 


XI 


R3.R4 


R5 


R6 I 


f 


=?8 


mp f 


vlMR(CDC13 or DMSO-d6) 


11 


iff -2 

1 


( 

F3C 


DH20 
CH3 


0 


H.H 


H 


Me 


H 


H 


179-180 ( 


3DCI3 d (300 MHz) 
Z.46(3H.S).3.42(3H,S),4.51(2Hs).5.28(2Hs 
.6.30(1 H,d,J=1 5.9Hz).6.87- 
3.96(2H,m).7.59(iH,d.J=8.4Hz).7.78(2Kd.J 
=8.7HzA7.93\2H,a,J-o./rlz;,o.u^V,l n.a.o- 1 
5.9Hz) 


12 


)S-2 


XT 


H 


0 


H. 

4-F-CeH4 


H 


Me 


H 


H 


220-221 


2.41 (3H.S),6.26(1 H,d,J=1 5.9Hz),6.51 (1 H.S 

),6.62(1H.S).6.86-6.93(2H.m).7.06- 

7.16(2H,m).7.48- 

7.58(3H,m),7.70(,2H,a,J— 9.0HzA/-aD^^n,a,o 
=9.0Hz)7.97(1 H,d.J=1 5.9Hz) 


;S-2- 
13 


^-2 




Me 


0 


HH 


H 


Me 


H 


H 


206-207 


2.32(3H.SX2.46(3H.S).5.22(2H.s).6.30(1Hd 
.J=1 5.6Hz;,6.86- 

6.96(2Hm),7.59(1H.d.J=8.4Hz).7.76(2Kd.J 

=8.7Hz).7.85(2H.d.J=8.7Hz).a.02(1H,d,J=1 

6.6Hz) 


14 


^-2 




Me 


s 


H.H 


OC 
F3 


H 


H 


H 


260-265 


2.30(3H.S). 4.51 (2Ks), 

6.64(1 H,d,J=16.2Hz). 7.60(1 H.d,J=1 5.9Hz). 

7.70-7.84(3H,m).7.91(2H.d.J=8.7Hz). 

7.95(2H,d.J=8.7Hz) 


15 


0-2 




Me 


0 


H,H 


F 


H 


H 


H 


261- 
262.5 


2.30(3 H.S), 5.43(2Hs), 
6.49(1 H,d.J=15.9Hz). 7.34- 
7.60(2H.m),7.54(l Kd,J=1 5.9HzX7.71 (1 H.d. 
J=1 2.3Hz). 7.93(2Hd.J=B.4Hz), 
8.00(2H,d,J=B.4Hz). 


iS-2- 
16 


/8-2 




Me 


0 


H.H 


F 


H 


F 


H 




2.35(3H,S). 5.36(2Hs). 

6.61 (1 H,d,J=1 6.2HZA 

7.51 (1 H.d,J=1 6-2Hz).7.62(2H.d. J=9.6HzX 

7.93(2H.d,J=ai Hz). 8.00(2Hd.J=8.1 Hz). 


>S-2- 
17 






H 


s 


H. 

4-F-C6H4 


H 


Me 


H 


H 


195-196 


2.37(3H,S).5.70(1 H,S).6.32C1 Kd, J-1 5.9Hz 
),6.70(1H.S).7.01-7.10(2H,mX7.13- 

7.20(2H,m).7.42- 

7.52(3H,m),7.72^2H.a,J-8.4Hz;,/.o/\.^ri,ao 
=8.4Hz)7.95(l Hd,J=l 5.9Hz) 


18 


i8-2 




Me 


s 


H.H 


H 


Me 


H 


H 


218-219 


2.28(3KS).2.36(3H.S),4.42(2H.s).6.42(lKd 
.J=15.9Hz).7.24- 

7.34i,2H,mA /.o /si n,cl»U— a. l nz;, / . /tv. i n,a,»j 
=1 5.9Hz).7.91 (2Hd.J=8.7Hz),7.96(2H.d,J= 
8.7Hz) 


0-2- 
19 


^-2 




^ Me 


g 


H H 


H 


Me 


H 


H 


1 84.5- 
187 


2.42(3H.S).3,44(3H.S).4.29(2Ks).4.51(2Ks 
).6.35(rH.d.J=1 5.9HzX7.25- 
7.27(2Hm).7.52(1H.d.J=9,0Hz).7.76(2Hd.J 
=8.4Hz).7.86(2Kd,J=8.4Hz),7.99(1H.d.J=:1 
5.9Hz) 


20 


0-2 




H 


s 


H, 

4-F-C6H^ 


H 

\ 


H 


H 


H 


191-5- 
193.5 


5.7 1 (1 H.s).6.39(1 H.d.J=1 6.2Hz).6.69(1 H,s), 

7.02-7.08(2Km).7,32~ 

7.49(6H.m).7.68(1 H.d.J=1 6.2Hz).7.71 (2H,d 

J=8.4HzX7.86(2H.d.J=8.4Hz) 



[0 2 18] 



ffliE# 2004-3122689 



#IS 2004-121635 



^--j : 118/ 



m9 0] 



l>JO 




R1 


R2 


XI 


R3,R4 


R5 


R6 


R7 


R8 


mp 


NMR(CDC13 or DMS0-cl6) 


21 






C02Me 


S 


HH 


H 


Me 


H 


H 


171- 
172.5 


2.43(3Hs),3.aB(3Hs),4.41 (2H,s).6.35(l H.d. 
J=1 6.2Hz).7.27C2Hm) ,7.53(1 J=8.7HzX 
7.76(2H,d,J=8.4Hz),8.00(1 H.d,J=1 6.2HzX8. 


/S-2- 
22 


/S-2 




C02Me 


s 


HH 


H 


H 


H 


H 


161.5- 
163 


3.88(3H.s).4.43(2H.sX6.41 (1 Kd.J=1 6.2Hz). 
7.42- 

7.50(4H,m).7.72(1 H.dJ=1 6.2HzX7.76(2Kd. 
J=8.4HzX8.04(2H,d.J=8.4Hz) 


23 






Me 


s 


H.H 


F 


H 


H 


H 


21 9- 
220.5 


7.23-7.27(2H,nn).7.44- 

7.50(1 H.m) ,7,58(1 H.d,J=1 5.9HzX7.69(2Hd. 

J=8.4HzX7.82(2Hd.J=8.4Hz) 


;S-2- 
24 


^-2 




Me 


s 


KH 


OM 

e 


H 


H 


H 


209-210 


2.31 (3Ks),3.94(3H.s).4.1 8(2Ks).6.40Cl H.d, 
J=1 5.9Hz},7-OZti M.d.J— 1 .ohlzp, /.10v,l M.da, 
J=l .5Hz.7.8HzX7,42(1 H.d. J=:7.aHzX7.63(l 
H,d. J=:1 5.9Hz),7.74(2H.d,J=ai HzX7.82(2H 
,d.J=8.1Hz) 


25 






CF3 


s 


KH 


H 


Me 


H 


H 


194-196 


2.42(3KSX4.27(2H.sX6.32(1 H.d.J=1 5.9Hz) 

,7.25- 

7.28(2KmX7.51 (1 H,d.J=B.7Hz),7.79(2Hd.J 
=a.4HzX7.88(2H.d,J=8.4HzX7-91 (1 H,d,J=l 
5.9Hz) 


26 






CH20E 
t 


s 


KH 


H 


Me 


H 


H 


178-180 


1.27(3H.t,J=6.9Hz).2.43(3H.SX3.60(2Kq.J 
=:D.9Hz;.4.30^ZKs;,4.56^Zri,SAD.»54v.l n.d.J— 
15.9Hz).7,25- 

7.28(2Km).7.75(2Hd.J=8.4Hz)7.87(2Kd.J 
=8.4Hz),7.99(1 H,d.J=1 5.9Hz) 


/S-2- 
27 


y8-2 




Me 


s 


KH 


H 


OM 
e 


H 


H 


1 99-201 


2.30(3KSX3.89(2HsX4.22(2H.sX6.47(1H.d 
,J=16.2Hz),6.96- 

7.00C2Km;.7-43U H.d, J— 8.4Hz;, / . /ov^H,a,J 

=8.7HzX7,82(2H.d.J=8.7HzX7.92(1H.d.J=l 

6.2Hz) 


/S-2- 
28 


/e-2 


.jy 


Me 


s 


HH 


H 


OEt 


H 


H 


215-216 


1 .50(3KU=7.2Hz),2.31 (3H.s),4.1 6(3Kq.J 
=7.2Hz},4.20(,2H,sj,6.39(.i H.d.J— 1 0.9nZ;,o. 
99(1 H.d,J=1 .2Hz)7.10(1 H.dd. J=1 .2Hz,7.8 
Hz).7.44(1 H.d,J=7.8HzX7.70(l Kd.J=1 5.9H 
2X7.74(2Hd,J=8.7Hz),7.82(2Kd.J=8.7Hz) 


/8-2- 
29 


iff -2 


.jy 


Me 


s 


HH 


OM 
e 


H 


Br 


H 


246-247 


2.30(3H.sX3.86(3H.s).4.1 8(2H.s).6.70(l Hd, 
J=1 5.9HzX7.39(1 H.sX7.51 (1 Kd.J=1 5.9HzX 

7.58(1 H.sX7.90(4Ks) 


/S-2- 
30 


^-2 


.jy 


Me 


s 


H.H 


H 


OM 
e 


H 


O 
Me 


176.5- 
178 


2.301 (3H,S). 3.879(6KsX 4.527(2KsX 
6.637(1 Kd.J=16.2HzX 
6.761 (2Hs).7.848(1 Hd. J=l 6.2Hz). 
7.906(2Kd.J=8.7Hz). 7.964(2Kd.J=8.7Hz) 


31 




.jy 


Me 


s 


KH 


Br 


H 


H 


H 


220.5- 
222 


2.310(3KS), 4.515(2H,sX 

6.535(1 Hd,J=15.9HzX 

7.535(1 H.d.J=15.9HzX 

7.61 5(1 Kd.J=8.4HzX7.75-8,l 0(6Km). 


)S-2- 
32 


^-2 


.jy 


Me 


s 


KH 


OEt 


H 


Br 


H 


228-229 


1 .36(3H,t, J=6.6HzX2.30(3H,sX4.1 4(2Kq,J 
=6.6Hz),4.21 (2Ks),6.69(1 H,d.J=1 5.6HzX7. 
37(1 KsX7.50(1Kd.J=1 5,6X7.56(1 KsX7.90 
(4Hs) 



[0 2 191 



miE# 2004-3122689 
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^->>': 119/ 



[^9 11 



No 




Rl 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


mp 


NMR(CDG13 or DMSO"d6) 


33 






Me 


S 


H.H 


Br 


H 


Br 


H 


243-245 


2.33(3H.S).4.1 6(2H,s).6.41 (1 H,d,J=l 5.9Hz) 
J.47(1 Kd. J=1 5.9Hz) J,74(2Kbr.s) ,7.75(2 
H.d, J=8.4HzX7.81 (2H.d, J=8.7Hz) 


yS-2- 
34 






H 


S 


KH 


H 


Me 


H 


H 


186-188 


2.41(3KS).4.20(2Ks).6.33(1 KdJ=1 5.9H2) 
,6.53(1 Ks).7.1 9-7.21 (2H,m).7.40- 
7.45(2Km).7.51 (1 Kd,J=9.0Hz).7.65- 
7.70(2H.m).7.98(1 Kd.J=1 5.9Hz) 


35 


j8-2 




H 


S 


H.H 


OM 
e 


H 


H 


H 


185- 
187.5 


3.94(3KS),4.1 9(2H.sX6.39(1 Kd.J=l 5.9Hz) 
.6.54(1 Ks).7.08(1 Kdd,J=7.8.1.5Hz),7.32(1 
H,d,J=aiHz).7.40-7.44(2Km)7.62- 
7.67(2Km).7.68(1 H,d,J=l 5.9Hz) 


36 


)S-2 




Me 


S 


KH 


OM 

e 


H 


0 
Me 


H 


241.5- 
242.5 


2.28(3KS), 3.78(6H.s). 4.04(2Ks). 
6.66(1 Kd,J=15.9H2), 
6.98(2H.brs).7.54(1 Kd.J=l 5.9H2X 

7.91(4Kbrs) 


37 


^-2 




Me 


s 


H.H 


OM 
e 


H 


CI 


H 


234.5- 
235.5 


2.30(3H,S), 3.06(3Ks).4. 1 7(2Ks). 
6.71(lKd,J=15.9Hz), 

7.36(1 H.brs).7.45(1 Kbrs).7.52(1 Kd.J=1 5. 
9Hz).7.80-8.00(4Km) 


38 






H 


s 


KH 


H 


Me 


H 


H 


179.5- 
181.5 


2.40(3Ks).4.1 2(2Ks),6.31(1 Kd,J=1 5.9Hz), 
6.66(1 Ks)J.1 9- 

7.21 (2H.m),7.50(1 H.d.J=8.4).7.72(2H.d. J=8 
.1 Hz).7.87(2Kd.J=8.1 Hz),7.90(1 H,d,J=l 5.9 

) 


39 


/S-2 




H 


s 


KH 


OM 
e 


H 


H 


H 


207-209 


3.95(3Ks).4.21(2H.s),6.39(lH,d.J=16.2Hz), 
6.68(1 Ks),7.02(l Kd.J=l,5Hz).7.08(l H.dd. 
J=1.5H2,ai Hz).7.33(2KdJ=8.1 Hz).7.62(1 
H.d. J=1 6.2Hz),7.72(2H,d. J=8.1 H2X7.86(2H 
,d,J=8.1) 


yS-2- 
40 






CH20E 

t 


s 


KH 


OM 
e 


H 


H 


H 


188-190 


1.27(3H.tJ=7.2H2),3.62(2H,q.J=7.2Hz),3.9 
4(3H,s).4.28(2H.s),4.58(2Ks),6.41 (1 H,d, J= 
1 5.9Hz).7.00(1 Kd.J=1 .5Hz).7.1 2(1 H.dd.J= 
7.8.1 .5Hz).7.45(l Kd.J=8.1 Hz).7.72(1 Kd. J 
=1 5.9Hz).7.75(2Kd.J=8.1 Hz),7.86(1 Kd.J= 
8.1Hz) 


41 






CH20E 
t 


o 


KH 


OM 
e 


H 


H 


H 


203-204 


1 .21 (3H,t. J=7.2Hz),3.59(2H.q,J=7.2H2).3.9 
1 0(3H,s),4.61 (2Ks).5.35(2Ks),6.31 (1 H,d. J 
=1 5.9HzX7.06- 

7.1 4(3H,m).7 .64(1 H.d.J=l 5.9Hz).7.77(2H.d. 
J=ai Hz),7.94(1 H,d.J=8.1 Hz) 


)S-2- 
42 


0-2 




GH20E 
t 


0 


H.H 


H 


Me 


H 


H 


189-191 


1.22(3H.t,J=7.2Hz),2.46(3H,sX3.59(2Kq,J 

=7.2Hz).4.55(2Ks),5.29(2H,s),6.30(lKd,J= 

15.9Hz),6.88- 

6.93(2H,mX7.59(lKd,J=8.7Hz).7.77(2Kd.J 
=8.1 HzX7.94(2Kd,J=ai HzXS.OI (1 H,d.J=l 
5.9Hz) 


43 






Me 


s 


KH 


CF3 


H 


H 


H 


236-237 


2,28(3H.SX 4.57(2Ks). 

6.69(1 Kd. J=l 5.9Hz). 7.64(1 Kd. J=1 5.9Hz). 

7.82-8.08(7Km), 


y3-2- 
44 


)8-2 




Me 


s 


KH 


H 


CF3 


H 


H 


189-190 


2.30(3H,SX 4.56(2Ks). 

6.64(1 H,d.J=1 5.6HzX 7.68-7,83(3 H.m). 

7.91(2H.d.J=a7H2X 7.97(2Kd.J=a7HzX 

a01(1Kd.J=8.4Hz) 
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No 




R1 


R2 


XI 


R3,R4 


R5 


R6 


R7 


R8 


mp 


NMR(CDC13 or DMS0-d6) 


45 


/8-2 




Me 


S 


HH 


OM 
e 


H 


H 


Me 




2.30(3H.s),2.36(3H.s).3.9l(3Hs).4.17(2Hs) 
.6.31 (1 Hd,J=1 5.9Hz).7.03(1 Hs).7.24(1 Hs) 
,7.72-7.83(4Hm),7.90(1 H.d.J=l 5.9H2) 


46 






CH20 
Me 


s 


KH 


OM 
e 


H 


H 


H 




3.45(3H.s).3.93(3Hs),4.26(2H.s).4.53(2H,s) 
.6.39(1 Hd.J=1 5.9H2).7.01- 
7.1 1 (2H.m).7.42(1 H.d.J=7.8Hz).7.63(l Kd. J 
=1 5.9Hz),7.76(2Hd,J=ai H2),7.86(2H,d.J= 

8.1 Hz) 


47 






Me 


s 


HH 


H 


Ci 


H 


H 


225-226 


2.29(3H.S). 4.52(2Hs), 
6.61(1 Hd,J=15.9H2). 

7.41 (1 H.dd. J=8.4H2. 1 .SHz). 7.63(1 H.d,J=1 . 
8Hz),7.81 (1 H,d,J=1 5.9Hz),7-89(l H.d.J=a4 
Hz). 7.91(2Hd,J=8.7Hz). 
7.96(2H.d.J=8.7Hz), 


iS-2- 
49 






Me 


s 


KH 


H 


F 


H 


H 


221-222 


2.29(3HS), 4.51(2Hs). 
6.56(1 Hd,J=16.2Hz). 7.24- 
7.47(2H,m)7.59(1 H,d,v)=1 e.2HzX 
7.78(1 H.t J=ai Hz),7.90(2Kd.J=a7Hz). 

7.96(2Hd,vl=8.7Hz) 


50 


iff -2 


..or 


Me 


s 


HH 


Me 


H 


Me 


H 


241- 
241.5 


2.1 9(3H.S). 2.39(6Hs).4.01 (2Hs). 
6.53(1 H,d.J=14.4Hz). 7.40- 
7.54(3Hm),792(4Hbrs) 


i8-2- 
51 


)S~2 


..or 


Me 


s 


HH 


CI 


H 


H 


H 




2.33(3H,s),4,24(2Hs).6.39(lH.d.J=15.9Hz), 
7.41 (1 Hdd. J=1 .5Hz).8.4HzX7.53- 
7.55(2H.m),7.56(1 Hd.J=1 5.9Hz),7.75<2Hd, 
J=8.4Hz),7.a4(2H.d.J=8.4Hz) 



[0 2 2 01 

p p A R itf5T-ts¥i§t4^b T -7 -fe ^ i± ^ ^ 9 wM-m^\z x^m.n\^^'y°^- w 

^*fflv>/io -r^t>*,^«<75$s;^H^l:^^S G A L 4 ODN Alg-^ ^ y hV^^J - 

(D V y V ^ y t(Dm^m^M^ ^ 9 X 5 K fc- J: 1/ *° - ^ - ^ 7 5 

[0 2 2 1 1 

V : (hPPAR^) i3J:CF« (hPPAR«) (D^):ffyV^^ 

W (5 : aa 139~C*J^; « : aa 167~C*Jg) iiHuman Universal Quick-Clone cDNA (C 
LONTECHtt) ^m^^XPCRmmi^^X^ntzo iiipl $ ^x/c c D N A ^i'e^^5:^^pCR2. 1-TOPO 
(Invitrogentt) i,z^y^i^ u-=-y ^'Lfz^^. ->-^:n>'^=S:trV^^*BS^iJ1:?t 
^^Lf-o #^:lx/c^^<7)cDNA7vi5''^^^>^^e't'pB IND^^^- (Promegatt 
{ r^y^^ u ~=-y ^'-r & ;z tK X ^ . ^«^^^H^GAL 40DNA|g^Kp^^ >t<7) 

(Promegatt) ^i^mLfZo 
[0 2 2 21 

mmmm^ xzfhyy^^y:^^^^^^: cuomm^i o %fbs- « ym^-cmmi^fzo 9 

6'i7^;V7"l/-h (Costartt) h U 7° v VMl^-TiU^ L)^c C H OM^ 1 

2 0 0 0 O'fEI. ^XZf±.W.(D^}mzxnhi'^fz2'0(Dy''y^< 1 
fz ^ ^fL^fi 2 5 n g ^Mik^<^^ VT^h^^'v'aV iCffeV^FuGenefi;^ (Rochett) 

v^f h y i/ b yfzo 

[0 2 2 31 

fctiiE^ 2004-3122689 



#11 2004-121635 



^-z^ I 121/ 



fz. mmtnmit^^ii^^z 2 4mmc >^^-<~^-p^i<zx:mmLfz^<k. )^=yy 

X. t° -J ^ V- > L T 2 . 0 (m^-T > ^th) ^ 1 I9 1 0 0 ;£/ 1 

«i-^^fctCj;oT;v^/7^7--lf«^f|lJ^L7to PJStiLUMI NOUS CT- 
9 0 0 0 D (DIA-IATROm±) =^^V^fco 
[0 2 2 4 ] 

P P AR 5 i^ov^Tti. \^hf\^fzm%m.ii-^hm'^^%^(ry \ / 2^^7r-'f^AmY.^m(0 

LTto ^:^*^9 3 l-^-to 
[0 2 2 5 ] 

P P AR tcov^Ttil^cm^b'^t/OM 1 //Mis iCFl 0 //Mt::i3V^-C, DMSO*^#s 

[0 2 2 6] 
[«9 3] 



No. 


EC50 (nM) 


hPPAR<5 




37 


a -7-3-1 


9.5 


-1-3 


9.9 


i8-l-15 


1.5 


j8-l-8 


11 



[0 2 2 7] 
[«9 4] 



No. 


hPPARor 


ljuM 




y3-l-32 


22.9 


44.5 


^-1-33 


18.4 


40.7 



[0 2 2 8] 
^I^^J 2 C Y P 2 C 9 

C YP 2 C 9^^ia#|ii^l^ti. 5 ^nv-A^fflv^T> C Y P 2 C 9 c7)*Ma«J>& 

[0 2 2 9] 

0 ; 3 7'C;®e«iS. 0. 2 5mg/mL ( t h fF 5 iJ' n V - A , 15p 

oK Lot. 210296. :?ltg|X enoTechtt) o 

tbiE# 2004-3122689 
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^-v: 122/E 



HEPES Buffer (pH7. 4) -fUMS (thW^^ny-A) . mmm. 

1- ^® ^ tj ^ i ^J^^^ J^i" ^ ^-t itt) m b . ^« =tr t ^J) <^ ^ ^ ^ - -^'S 

• i-xsmmi- ^ ;^~z^^y^"fi^-yKmi 4-2 om^^y^^ bas2 

^#^L/cM*R)Smt^aLfc^J>'7)=^3>'bn-;v (10 0%) t L. ^=it»W=^ 

uukfz^<7)(Dm^m\^ (%) ^^m-r^o 

[0 2 3 1] 
[«9 5] 



No. 


EC50 (nM) 
HPPAR<5 


?i # ;S 

(%) 

CYP2C9 




37 


28 


-2-38 


35 


47 
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1/E 



\m^^m ^ (I) : 



R6 




*!9. xMi-0-. -S-> -NR^^- (i^T-RiMi7K*^/c{i®mT;v^;v^) ^ 

-CRi'R^'CO-. - (CRi'R^^) mO-tfcl±-0 (CR^^j^^^) m- {^:iXR 

tfzii- CR^^R^^- (^^XR^^ i3 2:7lR^^I,i^^^<^^LX:^mttziij&m.T)\^^ 
)VX^^i)\ R^^itR^ t-mK^j:oX^^^m-t) X^y)^ X^iiCOOR^'' tfzitC ( 
= NRi^) l^R'^OR^^mx^^) 
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